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v-^o [Trp-D-Trp-Lys-Tyr (Bzl) - PheT (4 - (3 

h*v-7 3 :=/U) -< S. y y —JU) - Gly] . 
> 9 n [Trp-D-Trp-Lys-Tyr (Bzl) - P h e ¥ (4 - (3 

- > h * > 7 x. =■ IV) 4 5 # V — )V ) - ( -y ) Abu] . 

->^n [Trp-D-Trp-Lys-Tyr (Bzl) - P h e ¥ (4 - (4 

- / h * is 7 * ~ JV) 4 ~ V S - ;v) - Gl y] X 14 

~> ? a [Trp-D-Trp-Lys-Tyr (Bzl) - P h e ¥ (4 - (7 

* = A/ ) 4 % ? •/ — )V ) -G 1 y] T? ifc S . 19*^1 4 %!.m<D 

i m # m i 6] is^^iirfe^to^b-a-fexii^wSi^JW^rF^^^ssiw 

[ III * « 1 8 ] -J *r V *9 » fP«bKS:i^Bi:-r6«?Hb*Ki3t^ 

fr^^ns^w^-^iia^BfiiEiffiatibfe'-s-^-t-sct^^tf. Bu fa * & „ 

[ts*«i 9] y b * p >- ® ft ft m m z & m t -T % m $l® ® & ^ 

[ H? jR S 2 0] y ■=? h^^^v^^^fefet^^^^ir-rsiiifLSKiifetrfc^ 
If^^ixS^w^-^iffl^MfeittfLib^i-S-^-rs r i: & ^ tf , bu IE # i£ „ 

[ us # s 2 1 ] y t v * * ? ^Qtefrftrnm* &m t-t z>m?L®iits\^is^ 

t^ffljai^S^tSSSt^ot. IS # S 2 K IE ® W ^ X i± ^ w §S #J #j tc 

; fl HK & « . ffifc tt 8t IB . HfffcJS&tJ<ff?il8&J®<7)«f, iifftttl§*£&tt. y ^ tr 
>- ^ *M » , *»ttT»H!a!#IW. AiDSMittoT*. Yk^^ifefiiattoTffil 

. M&xi±®&(Dmm& . % m * * * > # m& <o mm . m , ~ '< h - ▼ , a. « * 
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fiKDt&m* &m t -r 5*aKi®fi^v>T f&^-r * # a- -c o -c , » # « i k e * 

HU 15 ^ & 0 

[M#52 3] /ny^fyft^t/f It IS ffi . M flB Jfo. & 
BU §B # ?£ * 

[ff*52 4] ^^ir-r^PffLtb^^^oV^T hel icobacter p y 1 or i <D J# ^ 

[B#S2 5] j&SS^^SIffi&fttofciSl^T hel icobacter pyloric Jg « 
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[ 0 0 0 4 ] 

y ^ h * ? f- is f^iblrg 12 % Helicobacter pyloriC0iQJB^r|JES"t"'5 <0 (^^Tffl T? 
&> £ C ir^l^^iiti/^o 
* W H^J 

1 o o fll BS -C . * ^(1 (I) Oft^fe. Xtt^^RSJWlcfFSSixa**: 
[ 0 0 0 5] 



[ 0 0 0 6 ] 

St + . 

Y a Z tt % IUaril:*ft?lli4LTD-XttL-0^jRXtt#Xjl!io-7 
^ j m X* h V ; 

nlia8rti:»4lt0-5 0t*9 ( *: L , S*On #H#|:0 i:i±ft D 

mttO-CfcSA*, XIJ 1 - 1 0 (Olt*Cfc ^ ; 
a 11 H X li R 1 t* J) !) ; 

bliOH, - OR'XIi-NR^'t'fcS^ ; 
X II a 11 b - «* K T S Kg^^BSL ; 

R 1 H ft i t T H , ( C , - C 4 ) 7^*^X117 ( C , - C * ) T ^ * /U 

■C * 9 : 

R 2 It H T S d\ X (C-C) T /U * , 7 * /U * :7 ^ ~ ;U - ( c . - c 
4 ) T fr* /u&Xfi^T a is ? y /u- ( C ! - C < ) 7/u*;u^bft5»^5)S«S 



[ft3] 





0 



0) 
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C1-C4) T t\> * A, „ (C,-CJ pT;^;K - O - R M - S (O) , - 

R 7 , -N ( R 9 R 9 ) , -NHCO-RM -NHSO,R 9 , -CO*R 9 , -CO 
N R 9 R M &(J{ - SO:NR'R' ( ^ r "C , q I j: 0 , 1 % 2 X 11 3 tfc 5 ) d» h 
4 5R^5)*hf LtlRSns l oXIlf iiWi^I^Sl: J: otl^ 

is <t 9 B ft * in ; 

R ' S tJ 5 R * 14 , -ttlf tliiLTH, ^ a , Xtt (C.-Cj 7;U^r/U, ( C , 

-c.) or^^yK r y — /u & r y — /u - (c-cj r >u /u a» & ft 

£ ix 6 f£ # 14 , OH, (C»-C 4 ) T /U 3r ^ , ( C 1 - C 4 ) T = , T y — 

A* it* is % T V — ( C , - C 4 ) 7 ^ ^ '> , — N R 9 R 9 , C O O H , - CO 

NR'R'Rtf^o^&ftSIM^fcSftSftS loXtttftHiOBftliaot 
m^KJ;ge&£*L£a>;XI4R 3 &t5RM4, *jh,&*s»^r5«*i:--l*fc:ft 

ots^(:J:!)ift$n57y-/^»«L, r r t? r y - yH4 , oh, ( c ,. 

- C 4 ) T fr* * ( C 1 - C 4 ) T =3 v- , 7 y - ^ ^ i/ , T !J — A< - ( C 1 

- C 4 ) 7^3^ri/, — N R 9 R 9 , C O O R M - CONR'R'Rt^^D^bftS 

r 6 14 % fflsrti:a4LtH-e*635»xii ( c , - c 4 ) 7/u*^it5ry-^ 

- ( c 1 - c 4 ) r * ^ a> & 4 5 a> & m &i £ n £ . Wr&lcXVm&ZtiZf&fr 
■e fe 0 , ::t»*i:J:9MSh54»ll, ( c t - c 4 ) r ^ * ^ , oh, ( 
c,-c ( ) r^^^rv-, 7 y - ^t^v/ 4 no 2> 7 y - (0,-04) r ?v 

a * is % — N R 9 R 9 , COOH, -CONR'R'&tf^nj^fcftSP^b-fcix-F 
ti^5LTI^$ti5 1 oXIl^ii^l^SftSi: J: otS^i^J: *) E » * ix ; 

R 6 W: > ffl a r t \C H , ( C , - C 4 ) T /U 3r fV , (0,-04) T =* * > , T 
y — - ( C 1 - C 4 ) 7^^r^Rt57 y - ( C 1 — C « ) T ^ * > ti* fe ft 5 

R Mi , q #3 i Si:Ht*6i» 4 XliR'fi, q # o , i 

x f4 2 -o fe -5 t % % ( c » - c 4 ) r a- ^ , 7y-;wxii7y-;v- ( c , - c 4 

) 7^*/u^tft5if ^feHi4Lri«* jx ; 
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r • n , tasrtCH, no,, ( c , - c * ) r ^ * , r y-zust/ry-^ 
- ( c , - c 4 ) r/u*^a»fcftsiM»feSJi:ftLTS&£;h,So 

[ 0 0 0 7 ] 

S: (I) ©ff* LlrMk^fttt, f^^^H-T r p-D-Tr p-Ly s-A 
b u - P h e V (4 - (3 - > h^i/7x^/V) ^5^'/"^) - Gly-OH 
T* fe 5 . 

[ 0 0 0 8 ] 

^ ? 100^® t? , * « w *t (1 1) ^ ft & x 11 * (o mm w ic w ^ $ n 
5 & *r set-*- 5 o 

[ 0 0 0 9 ] 



^ y Si T* ; 

m tt 0 -C * £ , Xli 1 - 1 0 (Oliftfc »3 ; 
n|j:ttl5rH:i5ir0-6-Ci)5 ; 

R 1 , BS^H:i4LTH, (C-CJ 7;^^Xli7 y-;w- (C.-C 
4 ) 7 ^ ^ ;v T* 9 ; 

R 2 teH-e&£tf>* 3£ ( C . - C 4 ) 7^^/U, 7 ^ ~ /U - (c-c 

4 ) T * ^ R rJ ^ 7 o ^ y - ( C , - C 4 ) T * A* ft £ 8¥ il ^ $ 

c-cj r^af/u, >^pt^^^, -o-r\ - s (o) , - r 7 , - n ( 



[ft 4 ] 




o 



[0010] 



5t + , 
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R * R * ) , -NHCO-RV -NHS0 2 R 9 , -CO,R*. - C O N R * R " , 
&tf-S0 2 NR 9 R 9 (^r-C, q 110 , 1 , 2 X li 3 "(? *> S ) *» b ft * ft ft* fa 

■^tt^ix^^Lril^^ixS l oXlitixa±oifeSl:J:ot©^l:J: 9 B 1ft 
$ tt ; 

R 5 & a R 4 1 1 , ^nfH«i ITH, p , XI* ( C , - C « ) T /U * A- , v^n 
X /u * ;u , 7y-;u&i;7y-/v- ( C , - C « ) T * /u rt> fa ft 6 ft rt> fa ig £ 

OH, ( C , - C 4 ) 7 A>*/V % (C-CJ T /U :3 3r , T y-;^^r^, TV 

- A- - ( C , - C 4 ) T — N R 9 R 9 , C O O H , -CONR 9 R fl &U^> 
Bj&»&46*)&>6iRSh4 l oXtt*Jx«±©i»SI- J:ot»^lc J; 9 ® » 

MSftsry - A<t»*L, ::-cry-;m, oh, (c-cj 7 

, ( c , - c 4 ) r ^ 3 * v , r y - a- * * > , r y — /u - (c-o 7 a> 3 * 

> , — N R 9 R 9 , C O O R 6 , -CONR'R^tf^P^bft^B^fethfh 

r 5 it, ai^r ^ c^u ttHt'fes^xit (c-cj r;^^R(5r y-/u 

- ( C , - C 4 ) T * a» fa ft * ft a» fa » K £ *t -5 * »-&KJ:!9E»£;l'iariS$)> 
-e & *? > ::-cs*ia 9B»sti5«»n, ( c , - c * ) oh, ( 
c , - c 4 ) 7 *\s 3 * is , ry-^t^i/, NO2, x y — » - (c-cj r;v 

3^^, — N R 9 R 9 , COOH, - CONR'R'&t^^P ^fj/^i^^^tlf 

R 6 t± , BSrH:H, ( C , - C 4 ) T /I- * )V % (C^C,) 7 
y — /!✓ - (0,-04) 7;^/u»t57y-;u- (0,-04) 7 /u 3 fa ft -5 

ft j5» fa jfc l r m « $ ; 

R 7 , q # 3 Tfcft t SliHT?*5^, XliR'lj:, USrtC, q^O, 1 
Xli2-Cfc5H, ( C i - C 4 ) 7 )V % 7y-^XI47y-^- (C,-C4 
) T/u*A^faft5fta»faffljkLTiIW£*L; 

R 9 fi, WSrM:H, no 2> (C,-C 4 ) 7 * , 7y-;^t57y-;u 

- ( c , - c 4 ) 7^*/ua>faftSfta»fa&icLT»#$*L<5 0 



( 20 ) SfcWt 2002-518409 

X'li^^Xli^^^^D-XIU-Q-r^StfcD, r ZX*X l » P h e , 
Na 1, Trp, Tyr. Pa 1 X « H i s V lb £ t Z . ^ f SliSIXIi 

ti_bfR 5 CJ:oT^^m:^ltl$n6^, XliX'^'S e r X ft T h r <£> £: 

iiwg^ili^Ci 9 1 oXIi^ix^iOR'liJ: ; 
X'ttD-XttL-Trp. N-^f^-D-Tr pX(iN-^f^-L-Tr 
P "C *> 0 ; 

X'ttLy s, o-N — LysXttc-N— (C,-C ( ) 7 ^ - L 

y s X Jl £ - N - [ T !J — /l" - ( C , - C 4 ) T * ] - Ly s t'fc^) ; 
X 4 |j:^«Xli*^«©D-XIU-a-r^8ti)0, r n -e X 4 *s P h e . 
Na 1 % Trp, T y r X H i s "C ifc 5 £ . ^ O 3? f g3 11 R * X It I i ± t 
R 8 (^J:o-C^^^J:^E^I^n5^^X^X 4 ^Ser. TyrXteThr<£>£ 

[0011] 

X 1 , X 2 , X 3 ^t5X 4 OP^<7)^^f±r^K$g^T*fei9, X'i Z, & X 4 £ Y 

«o ra <z> as ^ c & s 0 

A8$ t & & tS ZjZ (I I) ©#4 LVMfc^«»-Ctt, 

r 1 ii % asrii:iiiTH, ^xij:7y-^- ( c , - c * ) r * -o 

*> 0 ; 

R 2 fl , 7 m =: ^ - ( C , - C 4 ) r/^/^t/^rnVH/i'- (C.-CJ T 
* a» £ ft * » a» £ it R S *l S * S^lCt 9 Sft^n^^^T-fe 5 , ^<Dm& 

( c , - c * ) r ^ * ^ & - o - r 6 a> ^ ft £ g£ a> 

R 3 & ^ R 4 1 1 , -tixf tlti ITH % />n > X 12 ( C , - C 4 ) 7/^/^1/7^ 

ia9S»^s«»it, oh, ( c , - c * ) r /i- = * > , ry-^^-^i/Rt; 

[0012] 
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Eft & tStlZ Am<t&®!<D&l£ l^Btll, 

X'llPhe, N a 1 , Trp, Tyr, Pa 1 XliH i s D . tOfSg 

XMiV a 1, A b u % S e r , Thr, Na 1 v T r p , T y r X 14 H i 

& «9 , CCT-Na 1 , T r p , T y r & H i s ^ f f S li R i & t;/ X II S ^ 

ItR'Ciot^^CJ: ^l^^tli^, XttX^Se r, T y r X 14 T h r 

v> t z * mm<ommt±n l iz. * xm&\z x v m» z tiz 0 

[0013] 

X 1 14 P h e , TrpXIiTyr-Cfei!). : : t^Ojf SliKlXlillit 

XM4D-TrpXf4N->^/U--D-Trp-C i &9 ; 
X 3 f4LysX(4a-N-*^A'-LysT?fc9 : 

X 4 tt V a 1 % Thr, Abu, Na IXIlTy r"CfcD, rrT'Thr&t^T 
y rCOt K^^SOlgilfiR'iaoTi&ia'Jlft^tl ; 

R 1 f4 . ttlS:'Mi»i LtH, >f;Hl^y^;K^») ; 
R 2 f4 . 7x^^^f ;uftt5^f p->^ 

dl:J:DI»Sii5*»-Cfc»), w<D»^«::J:0iltt$;ix6ric#l4, (0,-0, 

R 3 f4 ( C i - C * ) 7 >\» * "C 3b -5 , Xlif J; 9 I^^ti^r y - 

t>, IOS^H<t!!)I»$tl57y-;Hj:, OH, (C.-CJ 7 A- =* * V . 7 

R 4 { i H T* 9 ; & t5 

R 8 14 . msrii:H&(57y-;u- ( C , - C 4 ) 7 ;u a * Vd» 6 4 6» 
[0014] 

D P £ tft £ $tL5CS¥ft^^^«F^ L ^ l¥ "C f4 , 
X'ttPhe, Trp. TyrXt4Tyr (OBzl) T? *> 0 ; 

X 4 (4 V a 1, Thr, Abu, Na lXI4Tyr"C*>0 % ::"CTh rSt/T 
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y r <D t Kp ^rVlli^^i: J: !) g ft $ ii 6 ^ y ^ ^ T'fc ?) ; 
m 0 . 2X114 ; 

^t;:<fct>Sft£;h,6fi£#-?£>*), r J; IR^n^filc^d, — o — R 6 

R 3 l , l - ^ > f ^ x f /u t* S ^ , XliS§CJ:!!)i*Sii5r y-;u-C 
£> 9 , ;©S^CJ:0Sft^57y-;Hj:, oh, (c,-cj r = * 2fc 

[0015] 

R 2 fit 7 a ~ iV * X &> V ; 

R'lil, 1 - *J * *f~ at ^ -c £ 36* % DB*SiiS7xi;uf 
J: 9 Eft S *x ; a XI 

o 

[0016] 

V ^ n [Tyr-D-Trp-Lys-Val— PheV (4 - ( 3 — * V * is 
7x^/U) -< S ^ ✓ - ^ ) ~ G 1 y ] , 

V ^ D [Tyr (OBzl) -D-Trp-Lys-Val-PheV (4 - ( 
3 - ^ h^'>7i^;U) ^ 5 ^ V — ^ ) - G 1 y] % 

[Trp-D-Trp-Lys-Val-PheV (4 - ( 3 - ^ h 3r V 

7x^;H >f^y-/H - G 1 y ] % 

->^C2 [Trp-D-Trp-Lys-Val-PheV (4 - ( 3 — fc K n 

v" 7 ~ ^ ) >f 5 ¥ V — )V) - G 1 y] % 

[Trp-D-Trp-Lys-Thr (OBzl) - PheV (4 - ( 

3 - > h^y7xn;u) >f * ? y - ) - G 1 y] % 

->^n [Trp-D-Trp-Lys-Thr-PheV (4 - ( 3 — fc K u 3r 
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is y ~ ;U) << % # y — IV ) - G 1 y] , 
V^n [Trp-D-Trp-Lys-Ab 
7x^;H -r^yy — /U) -Gly] , 

[Phe — D — Trp — Lys — Ty 
1 . 1 - ^^ ^/Uxf W * ^ >^ - /I- ) - 

f 2 u [Phe— D — Trp — Lys— Va 
^^n/u) S ^ ^ — ) -G 1 y] % 
->^o [Phe — D — Trp — Lys — Ty 
3 - > F^r^7x^;i/) >f -G 
->^u [Phe-D-Trp-Lys-Ty 
17 ;n ~ ) *f S ¥ / — ^ ) -Gly] . 
->^n [Phe-D — Trp-Lys-Ty 
y 7 x - ^ ) - /u ) - G 1 y] , 

->^n [Trp— D — Trp — Lys— Ty 
- > h ^r'>7 x^/U) A") - G 1 

v^n [Tyr— D — Trp — Lys— Va 

> 7 * ~ /U ) -f * V / - )V ) - G 1 y ] , 

[Phe— D — Trp — Lys— Na 
y7x^;i/) >f * — G 1 y ] % 

is $ u [Phe— D — Trp — Lys— Na 
7x^/U) * ? V — >V) -Gl y] , 

^ n [Trp— D — Trp — Lys— Ty 

3 - * F^'>7x^;W ^ - /U ) - ( 
vx^n [Trp— D — Trp — Lys— Ty 

4 - > h^iy^^-yu) s< * y y — ,\,) - G 

> ^ n [Trp— D — Trp — Lys— Ty 
7x^;W ) - Gl y] , 

[Trp— D — Trp — Lys— Ty 
3 - > F^'>7x^;l/) $ ^/-/H - ( 
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u-PheV (4 - ( 3 - * Y * is 

t (OBzl) - PheV (4 - ( 
Gly], 

1-PheV (4 - ( 3 - > h * > 

r (OBzl)-PheV(4-( 

1 y ] , 

r-PheV (4 - ( 3 - > h 3r 

r-PheV (4 - ( 3 — t K o # 

r (Bzl)-PheV(4-(3 

y ] , 

1-PheV (4 - ( 3 - fc K o * 

1-PheV (4 - ( 3 - fc K n * 

1-PheV (4 - ( 3 - * h * 

r (OBzl) - PheV ( 4 _ ( 
y ) Abu] % 

r (OBzl) - PheV ( 4 - ( 

1 y ] , 

r (OBzl) - PheV (4 - ( 

r (OBzl) - P h e ¥ (4 - ( 
e ) A h x ] Rlfi 
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Y & Z Ji , ^n^^aiLTD-XliL-(D^^Xfi*^)Sa - 7^ /8*Cfc 

N*87$;|©r$;iTfc5, o = c , ij:zi:J:tijfiS$tLSC*«§7*y 

K (7) # # 3r «> m -C £> 9 ; 
nil(lj^:'ti:iiLt 1-5 o h *) ; 

«L<o3EKtt1-^TJii2K^Lfcs£ (i) i:ov^t««tfcao -ekfi. 

[ 0 0 3 3 ] 

{) 5 l oolitic ^^^fl^T^^:oft^^^Mjt*r^^^^«IWU, 
[ 0 0 3 4 ] 
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Ht 7 ] 



/ 



(Y-Prt). N 



R 1 



o=c (ch=L R 4 



(Z-Prt), 



o 



(a) 




(Z-Prt),-^^ R J 
O 



(b) 



O r -Prt)„ N~" R 

H-N 5^-R 

W m R 4 




(c) 



[ 0 0 3 5 ] 

ffj IE * 8= (4 , 

[ 0 0 3 6 ] 



nc-Prt). — if 
hooc^ (C £) B k 4 

(Z-Prt)^^R S 

o 

(a*) 



HOOC 



(Z-Prt), 



(b 1 ) 



(Y-Prt), 



/ 



R 



HOOC 



R 5 



[ 0 0 3 7 ] 

5£ (a) £>te^feKoV>Tte. it (a* ) <Dit&m*'<-7^Y*y-7V^if'i&m 

=* (b) Olk^ftCoiNTIi, 5t ( b ' ) (OYk^ftSr^^^K^^^y^^Kli 

RXtWLMm t BLfc ts it Z Z k K £ o X * *S7>; ZCi !3ljgSixSf » 

s; (c) oft^ftiio^rtt, * (c' ) ©ft^^t^^f k* y^y ^^Kl 
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g © ^ ;u ^ =^ ;w S t U ; 

t&<D£&iz-r *<x Jiiajc^ ufe^: (i) co^tt i tti »3 Tfe^o 

[ 0 0 3 8 ] 

L , 

[ 0 0 3 9 ] 



[ 0 0 4 0 ] 

* "C , SXT <Di£<D fc&m * . i£ X ' - CH ( R 3 ) CO ( R 4 ) (Da-^n^rhV 
[ 0 0 4 1 ] 



[ 0 0 4 2 ] 



[ft 9 1 




(A) 



I ft 1 0 ] 
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X ' & ^ n -C fc 9 ; 

[ 0 0 4 3 ] 

S 6i:t> 3 i o©«iB"Ctt, * ejm 5£ (i) <oft^^£§3^^6ifiE£t§{fc 

[ 0 0 4 4 ] 



[ 0 0 4 5] 

Htjis^feti. mm<Dftt£Tx~£ifctfnm#)\c^TL,xiiz co <^ ft 4£> # ^> ax 

5 £ "C , it (B) ©ft§fttNo-»||ft75/i, (Pr t) — Y ( r r . 

ffi -e *> 6 ) i*yr5y^ts:i, 

[ 0 0 4 6 ] 



[ ft i i 1 



Prt-00, 




[ ft i 2 ] 




C0,R' 



[ 0 0 4 7 ] 

nti 3 i 
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[ 0 0 4 8 ] 

i§CJ:9Na-«Ift7> (Pr t) - Y(D7> ys^ii^llkts: 

k , ffi*<oKftaftE«Srffifflt6r &tf0rM£*x*5£ (i) (Dit&Vafrn 
h tt 5 £ T- 5 i ocdn a -R-iftr ; y i^fflv>t* > ? Kfc*t&*) m 

i~ Z. k & ; 

YttBiart{C»i[UtD-XliL-0^jSXtt*5c^a-7 5;»-efc»), » 
1^ <t ^ISoo^fcli$rtt, 
Pr t 117^ ; 

R ' j l 7 ;u ^ x ^ r X ^ V ;u x ^ f /i' t 9 ; 
n \t 1 — 1 0 0 fc 9 ; 

(di^^Scii-r^TJife^^ufcS: (i) cot^tsgLfci?) tfcSo 

[ 0 0 4 9 ] 

mm-r z % m zmm l % utr is # as j* . ^osttx^f ;k s*ftxiii^py^ 

ftfti: LtSttftSKfcS (B) cd ft ^ £ , ^^^K^*«c«l»s^^Sa8#^ 
J:<»6Kfc*ffi^J:5»iaSlxfcN-Jtt««^^7 p ^K»llB (A* ) k Sfi S 

o cl^ffiftlfttsr &tf^g££{£fflLT. # ix fc * IB* ( B ' ) £ J& 

I) Coi>T3tiLfci0t*5. 
[ 0 0 5 0 ] 
t ft 1 4 ] 
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Fmoc— N' J 




(CH : )m R4 



R3 



H : N-(y)n- 




Fraoc-N' 




R3 



Hi 



R5 



A" 




O 



B 



[ 0 0 5 1 ] 

*> ? io©«ffi-cii, # * Ml* * it (i) (Dlt^VaZmm-t ZJjfe&m&L, . 

* (B) {b £ > ^^^K^*^«5fc*cDSIR#^J:<*ife*ufe*jS«-J:0 
MSJifeN-Bfclft^^f Kill (H) ^S^^-^^c^r. tr y ^ / D 
M F , TAEAXIiHi©SSfettfflLTN*SFmo c S feftftlfk t 5 r t 

It, 7y-i:4ofcN*«7^;S4:Na-Fmo cftlftTWR (X) t? 

id ^ L fc iC ( I ) \C o V * T a£ |£ L fc m V X*h Z> 0 
[ 0 0 5 2 ] 



UK I 5 ] 



H-{x)n— If 




mm 



c 



[ 0 0 5 3 ] 

t> 5 i o (o « as -e »: % # » w wt , ss; (i) ©{b-&»*r»a-*-a#ife«:««L, 
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it (B) <Oit&&) & . ( T = * V ) - ^> is /i-T * (PAL 

Res in) , 4 - (2* , 4* - * Y * i/ y ^ — - T % J * JV) - 7 

J * > m m ( N - IftlftR i n k ) Xli^vXt Ky;u7^fflioj:5 
HP«(DSSS:SiLtN*SFrao c S ^^ftift t 5 : t , 3 ft « # SH- 81 
ofcN**87S/2££Na-Fmo c^Ifh/;/! (X) T' 7 V;Ufb t 6 1 i: 

, il Ad t ^ y ® (x) &Jfrj&tt<o\z&m t £ fr&m.m&{%mfc k * y v > ? 

[ 0 0 5 4 ] 



[ 0 0 5 5 ] 

ho 1 o <D W ffi T' % * * W % 5£ (I) <Dft^»Sr«5a-r^*ife«:««b. 
»e*Sll, it (B) oft^fttc s,co,©J: i4«SiK)SS*5:i, # 

***fl^TFmoc«»S&l*5fc-rs;i*: % S Sflf » » I: H ft * © S 36f ic J: 
S^Na-Fmoc^fgffcT^y® (X) t? 7 > ft "f 5 ^ i: % iIAD<OT^/^ 



[ftl 6 ] 



H-<K)n— N" KI 

(CHj)m IW 
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) ^SlbtS^^ &tf3$S££r{£/8LT, » 6 *l *P IB ff ( G ' ) S: » BB BB 
-C £ o 

[ 0 0 5 6 ] 



[ 0 0 5 7 ] 

t> 5 l o co W m -e tt , * « W , ±Ei:3£8Slx5 J; 5ftS ( I ) <D ft Sr 

ftfeii:LT^I4ft$ttfc^; (B) cd {b 3* 4fc £ , ^filSICW^^^lf ia 
<^fe^^*i^^cJ:t)»jSSJx/tN-jW«»fb^^^K»Jffi (A' ) t * y ~? V 
> if ts Z> Z k , T f a SrfflV^TN*«B o c S SrKftSfbt 5 r & tfH F 
OJ:5*aSSS:«ILt, ft6hfcfH# ( H ) <DffiOe(<aftll;S«rjKfi£Sfl;L 

[ 0 0 5 8 ] 



[(hi 7 ] 




[ it 1 8 ] 



f 
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[ 0 0 5 9 1 

st (b) (Dit^m ^ . m &m ft $f \c m m * <n m m & ^ £ < & b ft jj m \z £ *) m 

mt$tltiN-&i&m<t'<'7^h'ffim ( H ) i*^!ly^S*6:t, T f a ■ 
*fflLTN**BocitlB«8<kt«:i, as«f»*li>ia!!*©a*f l-J: 

S^rNa-Boc^^{br^y^ (x) t7'>/Wkts:L iiim^r ; ; i ( 

X) i:8iitf<Di:^Si: SlxST f a JUlftSft t * y ^ y ^ ^©IS*:» 5 St 
r t , &(/»l^gfflU, ^^tt/c^^^ ( I ) fr-K«»fls L T ttBB a* 6 HI 
S$ts:^^tf 0 ieRtt-r^riiE^^bfca: ( i ) coiNt^iifci^ 

[ 0 0 6 0 ] 
[ ft 1 9 ] 



H-fxm— N 




[ 0 0 6 1 ] 

« E * «: , * (B) oft*»ilrC i,CO,OJ:54IIItEl6S*8ii, # 
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y y^sc^ftffl tr, 7y-iftofcN*ar^/s«:N tt -B o cftiftr 
^yfe (x) -o r > /u fb i" £ r £ , it <a r ^ / (x) & & <o ic & m t £ 

& L i OH/*ttDMFSiOj: 5 4!«SSi:ffl^tC*«©ft»fti 

<b^^^ k m m * m. & m \t -t a ^ t . sft«»»c«ft*ossti:j: < *o ^ ^ 
fc^y^ y^y y^Rist«ffl lt, # e> *t fc * m » ( k ) * « as s r 

2: , RV&m*&m LT , » ft fc * IB * ( L ) ttlBsa»feB8**6li* 
[ 0 0 6 2 ] 

Hk2o] 




[ 0 0 6 3 ] 

t> 5 loolgtMi, * « W , * (I) <Dfc&m *mm-f 5*SSrgftt , 
S; (B) Sa«4>»^«l^*^SjB#^J:<»fe*bfc*ft^J:0» 

ftllt, 7 9- iftofcN*«7^ilfcNo-Bocft|fl:r^i (X) 

-c r *s vc -r z z t % mmcDT * s m ( x ) tsatf^c^B i shst f aK 
j: o , ^^tL^^raftcTfc^N' lift » m it * w * ( n ) ^sfkLtis^^ 
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X ± IS IC ^ L /c ^ (I) Co^t^gl/cl^) "C ifc 6 „ 
[ 0 0 6 4 ] 



[ 0 0 6 5 ] 

#^-^nS^^-ro n O M C II , R j£ L * I* jS* * /<y/f xn;V, ^-^y/u, 

-f 5 ¥ v v >v , Ky/K ^ y = /u , tr y ^ ?v , e y s ^ ~ a- % ^; y ^/k 

r ^ y A* % fxr:;vRtj{hyry !);MS§lii5 0 
[ 0 0 6 6 ] 

8tt»IS-Ck5. 7 y - ;Ho«l: li, tr 7 m ;=ww % 7 ^ ^ , 

y n & 1 , 2, 3, 4-f h7t Kot7^ 
[ 0 0 6 7 ] 

7 ^ S m His L-t^^v 1 ^ 



Nfc 2 1 ] 




L y s 



l - y ^ y 



N a 1 



L-3 - ( 2 - 7 ^ ) - T 7 — > 
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Phe L-7x^;U77-^ 

Ser L-iry>- 

Thr L-^U^-^V 

Trp L - h y ^ h7r ^ (tti:iSELft(thtf) 

Tyr L — ^ u v" > 

Ahx 6-T^y^^r"^>^ 

«1S Hoc 1 , 1 - ( is * 31 h 3r V ) # /U # ^ /U 

C b z is is )V y>r 3r is ft )V /tf ^ /u 

Fmo c — ^ > h V ^ /V ^ ^ ^ 

Trt h y 7x^;l^^f ;P 

DMF N, N-^>f ;U*^A7$ K 

THF =r V y M \? v 7 7 > 

EtOAc ffc&zxL^ ;V 

f£ H Tfa h y 7;UtPpi 

N M M 4 - ^ ^ ^ * y Is 

diea ^^y/Dt'^xf^r^y 

TEA Mlxf ;l^7;y 

TAEA h V X (2 - T S y ;>) T ^ > 

HOAT 1 - t KP^^-7-7f^yy hy7/-yu 

HATU [O - (7-7f^<y/M7/ - - 1 - >f A- 

) -1, 1, 3, 3-^h7^^/U^n^ir>^] 

^^t7;utD !i 

EDC 1- ( 3 - y > f 7 ; / y" u \i )V) - 3 - ^ =f- 

)v ij )v if. is 4 ^ b~mmm. 

D C C is is 9 v ^ 3r is fV % ;U i? >f ^ K 

In vitroT^ir^ 

t l> W yt7 f ^^7 s $g*i - 5 ( * *L ? *L , s s t , , s s t , % 

s s t , , s s t <RX$ s s t 6 ) 6 it&&) <D & & . CHO-K1 h 7 

* 7 ^ ? b mm^(D [' 26 I - Ty r 1 1 ] SR I F - 1 4 (D f& & m ^ & W 7£ -f 
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[ 0 0 6 8 ] 

t h s s t.SSftfiCf A79^^> hi It^o-^fttfco 1 0 
0 b p^)5' -^isRlS, 1. I 7 K b <D$l =* — f^/g«X^ 2 3 0 b p 
<E> 3 ' -^aiRS^^r^W-r^l. 5 k b <£> P s t I-Xmnlir^^hSrB 
g 1 I I V>*-ttlm\Zl:*)&ffiVtZ 0 #^n^DNA77^>^h^pCMV 
-8 li^BamH I Sti^t^^ o - ^fb L, ifLitJ^fi/y^ ^ K £ # 

( Graeme BellW±«fc!9«lft$*lfc) . s s t , $ S # S £ W C 36 

StS^D-yftfiSS:, y>-^^7^V[>A^^®^ (1) ^ttffllt, CHO 

- K I milfc (ATCC) ^h^V>^7^^ h I T A f L o y * ^ KpRSV 
-neo (ATCC) ^1^-7-^7-^ LT^^tl^o G4 18 (Gibco) 
0. 5mg/ml^^^-r^>RPMI 1 6 4 0 81 t ^ a - y i|Jfi^ ^ IR L 

[ 0 0 6 9 ] 

t b t^y^h^^yJSftlfiftt, 1. 7KbcOBarnHI-Hi 

nd I I iyMDNA77^^fHT«$tL, ~f y ^ ^ K ^< ^ * - P G 
EM3Z ( n * # ) ^f-^^P— >-<t:$n, G. /W US ± <fc »9 

SaCtgftHfco 1 . 7Kbtf)BamHI-HindI I \ y y ? * > 

h . -7 y * ^ K p CMV 5<^ig^-r^$-iJ(5g^>- ^ ur—ifgiite-.jf-A^'S 

?£ £ t£ ffl L T , CHO-K lijiS^h7y^7x^ FLt^->^ISI^Af 
-T£ 0 r^7*5KpRSV-neo (ATCC) iS!R^-*-i: L"C^4h5 

o 

[ 0 0 7 0 ] 

t F s s t 3 li, ^M77^^ ^ Ft^I^, 2. 4Kb(£>BamHI/ 
Hi nd I I I 77^> > FrtC^^ft^-f^ y^E?ij^§A/-C^f: 0 3c £r 
<i? gfi L T E c oR 1 »y*-«rftlPLfc«'epCMV'<^?-OE c oR 1 «S fl[ 

— 2. 0Kb<DNcoi-Hindiil^^^^>-h^^fAi-6ri:(c:J:i9, 
iffifLShfeO^^^^^^K, P CMV-h3 tlllfc, sstaS^frSrS^ 
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»i:S8t5^u-y»B^^, y y»*;i">9A#ft»»«:*fflLT, CHO 
-Kl^fig (ATCC) ^^7>^7inLtA^Lfc. ^v^^ KpRSV 
- n e o (ATCC) ^j|^v-^-i:LT^^tlt 0 G4 18 (Gibco) 
0. 5mg/ml$r^^--r6RPMI 1 6 4 0 git'^ n - yifiS^ L 
, SM-yftlt, # * - it » L fc . 
[ 0 0 7 1 J 

t h s s t,St*f ^^7^^ Kli, pCMV-HXIl, Graeme BellW dr ( 
V # =* * ^ ) J; 9 ^ ifc £ ft * l^^^-ll, thsst4*r=» — Ki-61- 
4Kb(DNhel-Nheiyy^7^^^^h. 4 5 6 b p <D 5 ' -^ffiWtW. 
« . 2 0 0 b p©3' -^ISIRiS^Sr^^L, PCMV-HXOXba 1/ 

e c or iSffi^^B-yftt5 B s s t^t*^^^»i:iStSM-y 
mj&Zk* . y y|l*;W!>A*fl:iBftfcttffl tr, c h o - k 1 &a (atcc 

) — h^V^^m^hUrA^U^l. ^^X^KpRSV-neo (ATCC) 
LttShfc, G418 (Gibco) 0. 5 m g / m 1 £: 

^f-r^RPMi i 6 4 o^ifer-^o — isfmf&Tik&mtii^ , * — ^fttt, 

[ 0 0 7 2 ] 

b hs s t s ifi ^ , AyyA^o-y^illiLTftfflt^PCRliJ;^ 

A^L, Graeme BellWdr ( V io z* ^ ^ ) J: 0 « SHU * £ ft 0 » ft fc 1 
. 2KbOPCR77^^Kl, 2 1 tft K *fr <Z> 5 ' = — 7 s <4 

> Sm%L. 5 $ h p <n 3 ' -*aiRS««rtSLT^fc e :/9*5KpBS 

SK ( + ) (OE c o R 1 n-^^jf Alto p CVM5iaift^ 

^^^^ t/^o-yftt5fci()©l. 2 K b CD H i n d I I I-Xba 1 

7 7^^ > h i: UTI©jf AftSrEKX tfc. s s t 5 g:^fr^^^:W(c^^-r5 

y A*tt«SSrffii Lt, C H O - K 1 ( 

ATCC) — h7^^7x^ FltAf Lfc. ^^^^KpRSV-neo (A 
TCC) - t LT^^^fco G418 (Gibco) 0. 5 m g / 

m 1 ^^^-r^RPMI 1 6 4 OiSJfi-e^n — ^JJflfla^SrattL, S ^ d - y 

fttr, ig « - & 51 L 0 



( 43 ) &m 2002-518409 

[ 0 0 7 3 ] 

b b s s t£^#<aio£^$£«|c3S^^SCHO-Kl*SflS£. 1 0 % Jfe # 
Ihffi RXf is 3i * is is 0 . 4mg/ml§r^^-r5RPMI 1 6 4 OCiB^t 
iSm£-£5o 0. 5mM EDTA«rffl^-C*Bifi«:lEjlKL, »4'Ct 1 »5# % 
5 0 0 gTS-L^itS, 5 0 m M h y * , pH7. 4 IC U y b & W M m \~ % 
»4tf, ^ 5 # . 5 0 0 g-C2|sia^»(lt6. t S ^1 L T i AS ^ S ^ L , 
«l 4 «C -C , m 1 0 # , 3 9 0 0 0 gtl^»itfi. P-Ojg®lg(C-<U^h^ 
f?^^L.*$4 , CT-.fal0#, 5 0 0 0 0 gtS'L^iL, tl^tl^^l/^ h 

®S # i® £ - 8 0ti:«St6 o 

[ 0 0 7 4 ] 

[ l25 I-Tyr 11 ] SR I F-l 4JS^O«dR«lE««:, ^y^nbfu^ 
©9 5Jt^u-h^33t^TRI— 2*flc-CJ81ii-«. (^^'^SlO^g 
/7a:) £ % 50mM HEPES ( p H 7 . 4), 0. 2% BSA, 5mM 
MgCl 2 , Trasylol 200KIU/ml, * is b 7 is Is 0 . 02m 
g / m 1 & t5 7 x n ;U ^ f ;l/ ^ ;U * ^ ;U 7 t U K0. 0 2 m g / m 1 id^V>T 
, Jf& 3 7 <C , W 6 0 # RK [ 125 I-Tyr 11 ] SRIF-14 (0. 05n 
M ) t t t> \C4 > * ^ h i~ Z> 0 

[ 0 0 7 5 ] 

F i 1 te rma te 196 K ) i AS I IX ^ ^ ffl L t , 0. 1 

^ (p. E . I . ) t8LfcGF/C^f7^8lt7>f;^- 
7" W - h (Uni f i 1 t e r , /^il-K) Sr^LfcKSffliS^ctO, C 1 2 5 
I - T y r 1 1 ] SR I F - 1 4 © 7 y - » i> S: »(| t 5 « 7 -f ^ - «: 

% »0-4lCv?, #J 4 * 50mM HEPE St'^#L, Pa cka rd 

Top Coun t S:«fflLTtt!tiStti:oV^r7yt>f fio 
[ 0 0 7 6 ] 

^»-&J&»?3*«F»»ftje^(0. 1/zM SR I F - 1 4<OffftT^£iS*l 

# tff (MDL) tC£9;g^^--*£r##fL, |5&^a£§£ (Ki) l^^^tSo 
[ 0 0 7 7 ] 
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^mm<oit^^^^W}mt-y.\^m^m^ ^ h t^<o^^\^uT (or y * >c ^ x *> 

mtfeT y ± -4 : c A M P & US ft & ± (O K $ : 

fcNV-^h^^^V (SRIF-14) t^^^/$^*^^StSCHO- 
K 1 Jfe £ , 10% FCS&^v^^^^V^O. 4mg/ml$r^"-r5RPM 
I 1 6 4 0 gi(DAof:2 4^t»»«*-^^^7 ? >f s> * I- « < • 

[ 0 0 7 8 ] 

#^io 5 fflo^aj^^, 3->f yyf^-i-^^^rt^f ^ (I BMX) 

0. 5mM (1) tf:0. 2% B S A ^§tf R P M I 0. 5m 

lT*2(Hli5fe^b, »3 m 5 # . ^^^r^.-< — ht6 0 

• f !l y^AMPCiili, «3 7C-Cttl 5-3 0»H, ImM ^^-/W 

^ =1 y V (FSK) ^APx.5C<b(-i:«9{£ii^^b^o 

•ft^»Ofp«i|Siah*tt, FSK (1 M M) , SRIF-14 ( 1 0 ' 1 2 M - 1 

o- 6 m) r t* sMt » (io ,o m-io- 5 m) zmmt-to^z^biczvm 

-Yk*«^SSfca6«l*tt, FSK ( 1 M M ) , SRIF-14 (1-1 0 n M ) 

& (io io m-io- 5 m) *m$$\c]m Z- Z ^ t \C £ V £ Z> 

o 

[ 0 0 7 9 ] 

fcfcmM* L . 0. IN HC1 200ml ^lx.6 0 7 ^t>f J* J T 

rxir^j££<£fflLTcAMP£-#!)^-r-5(Kit Flash Plate S 

MP001A, New England Nuclear) 0 

hs s tS^fti^*^^£^^^SCHO-Kl *}£5 0mMhy 

^^^(-^V^T^^^^^^X (Po 1 y t r on. ir y *r 4 S ? 6 , 1 5 SO 
U, 39, OOOg ( 1 0 # ) "C 2 [Hi m t* ft m L . i-C«C*f»fttt»*^H« 

y hS: 1 OmM M) ^S8i:ffBSlfc, hsstl, h s s t 3 , hsst4 
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% hsst50Ty-fe>r<-tt, lEiiS^^T !) n - h^r, BSA (lOmg 
/ml) ; M g C 1 , ( 5 m M ) ;Trasylol ( 2 0 0 K I U / m 1 ) ; 
s<*s b 7 is > (0. 0 2 m g / m 1 ) R 7 ^ ~ ;U ^ f ;U ^ ;U ^ ^ ^ 7 ;W ^ y K 
(0. 0 2 m g / m 1 ) £r^^fi-£5 0mM HEPES (pH7. 4) Cfcl> 
•C , 0. 05nM[ 125 I-Tyr 11 ] SRIF-14££t>K^3 7 t CT-#j3 
O^-r^^r^^— Hfc, ft*7*/t-filiO. 3ml -Cfcofc, 
[ 0 0 8 0 1 

h s s t [ ,25 I]MK-6 78 (0. 05nM)£r 

0 B r a n d e 1 8i§-7^$;l/ K^ftHt 5 G F/C 7 (0. 3 % tf? 

Jh S -fr o Rl>-C#m*4:7-f;^-«:*ftJ[f*0 5ml7y 3-h-C3i 
81c »■ L it o 

[ 0 0 8 1 ] 

dSfi^li, ^ftWy^yKg^^f), 1000nM SRIF-14 (hs 
s t 1 , 3, 4, 5©»^) XlilOOOnM MK-678 ( h s s t 2 <7) ® 

[ 0 0 8 2 ] 

# # w ft; ft f± , aT^Xiftl-ftSStt«aS«»»^Sif I: J: < ftblx 

. Shimon, et al., 'Somatostatin receptor subtype specificity in human fe 
tal pituitary cultures', J. Clin. Invest., Vol. 99, No. 4, pp. 789-798, 
1997; Ik C. Gilon, et al., "A backbone-cyclic, receptor 5-selective so 
matostatin analogue: Synthesis, bioactivity, and nuclear magnetic resona 
nee conformational analysis', J. Med. Chem. 1988, 41, 919-929. 

m;to<o . &Tfim&t&tj:&mtem* x-g>®Lizt>ti z 0 y ^ b * * ^ > <o r <d # « # 
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J - ▼ (^^lE^ciM) & t s h r ^y-^^aiSJi-^w^ ; :/ n ? * 

If i$ ; ¥ ^ \£ > ^ ffi « » ; *«ttT«ffi«» ; A I DSl8tt^)T» ; it ¥ 
y< 5 ; jfii. W Sr £ 0> » S ; Mffi&<D £ o 4k m &m m <D tin m 

[ 0 0 8 3 ] 

« o T . # « 9314 , 8»l»i:ff*SH5li*i: t it, *i»S(c|2*$tL^ 
[ 0 0 8 4 ] 

[ 0 0 8 5 ] 

ti5 0 t©J:54l#a»-Cii, S tt Yfc * * ^ d - , ^ * h-^x^^ 

r7y y8-7^*^?AOJ:5iffl»Ji|tS^§5 6 # :/ ir /u »] % #J & 2l #J 
[ 0 0 8 6 ] 
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7 % 3i y * v/utf«*JxS. *a*S#M4. J: 5 ft ^fgte#^#J^*H:: , S S 
. 9Ub & U< B » ftk & Xf Hr ft m . J&ft#tf3r#3J<DJ;5ft&#J£&^L#£ 0 
[ 0 0 8 7 ] 

»**S^flf©**Wl£ 14. MI§^*teXJ4 B ® i£ 

yu, uy/y *y-^»^h!> : ep3^»©J:5 4*t»», H? 

5 ft » » 14 * fc , ft #J , ■ ffl » . ?L #J & # » #J <0 X b ft #J *: 4 W L » £ 
iAtfCt. XI4lftia4*«:to»ra::£teJ:0«*L»S 

[ 0 0 8 8 ] 
[ 0 0 8 9 ] 

4*K*5^T«^L#5 0 #@i|#ffF»5, 6 7 2, 6 5 9 §ll, iiffitti&t^^ 

y^^^/u^^A/T-ft^^j^»mm^^^^^-r^ 0 *iiii#fF^5, 595, 7 

6 0^-n, y/uYkLfc^^T^^s^^j^^^T'ft^^^^mmfiJc^^ffe^^^ 

o 1 9 9 7 ^9^9 0 ttliO3i(i#fF{liI^ 0 8 / 9 2 9, 3 6 3 f 11, 

tt^jat^^h^vfr^A/^fts^y^-ttoftttttafi^tt^a^i-So i 9 9 

6^1 1^10HiI(D^i#fFtililO8/74.O, 7 7 8«-tt.^»Stt«R 
V ^ p r ^ h y >S:S^^ft5tS«»fflfi«ftS:8^tSo 1 9 9 8^1^ 

2 9 eaj^co^o^ffm^^o 9/0 1 5, 3 9 4 14 , t«sttiSio8is^i!g 
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[ 0 0 9 0 ] 

* » * . «*«»2ltt5»*fflW^«ff-ra. - K , »*«b**:»6»::Ht, t b 

0 1 — 1 0 0 m g ^)fi4i^^^^S4$ix5 0 
[ 0 0 9 1 ] 

ff* l^fi4fi©81ttl BCoSO. 0 1- 5. 0mg/*Ik g-Cfc^ 

-en, Boc, cb EXiiftoffifti-ea-r^stsiifcrs;*^, 

H z O. DMF, THF*S<^J:5fcffite*«M;::fc5l^-t* «X.tfNaO 
H > KOH. K 2 C0 3 . XHtt)$J^L<iiC s 2 C 0 3 ^ tl^^ft 

£ S 0 I^Ttgfi^RiU »S©t«:DMF(DJ: 5 4Sffi©*^o hy« 
K W * U , 0t-Sl 0 *fc»*L<Wt*»-C«J*Lfc#& 

. ftlft a-^Pir hytJDifi. «1 0»-fi)24eM, XllTLC^ffia 
!93i^^/u^fiS;iS^T-*-6*T*gi»S:fiEtt, * <0 H# j& "C , ifiOt-fi 1 0 0t, 

SICBI/S^ U , 85ffl-»l 0 Ofi, XitfttffSKIiftl 5-20« i E 
;K7)li^NH 4 OA c ^^JDi^o ^co~t0coil^?g^, ^-T— — ^ b 

? y^Ci 9» l - »4«FHa«JlDllSUTSttBfrS4i:l»* L, ft * W » (A 

^ 7 - K J; 9 ft ®} L # 6 0 
[ 0 0 9 2 ] 
[ ft 2 2 ] 
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;*3f — A I 




1 0 0 9 3 ] 

JB-^lSt-H:, «JK**»*Pife^XliHF, HC 1 , HB rXItT f a <D J; 

) ^^^y>f $ K»ffK,CO,t:*»LT, Fmo cSOi^itSKlfrttOft 
SSta-giSrfta<kt#So « ^ ft ^ >u # >- m 3i ;* x /u 

KSHDifetttffi tr o - r s y stKftgftL, b ' ( v = h . w = - (ch 2 

) , C R 6 C O 2 R ' , H w "C R ' II T A- * /U X 'O' * *r £ & i~ ) £r # 

*3S7^SS^ffiiLtfiSftU FmocfiSftM(f^#5:^r^ 

, 3IS«v^-crcot^ft«r, MiliTAE A«)J: 5S«ifc«fflU a - 75 ; 
S «: K « »ft L * ( B ) ( V = H , W = T r t) £r#5 0 fife W ^ 19 * T J2 

, N - » SI ft >f S ? y - b " ( v = H , w = H ) & $f>i:iitf 

^ a" 0 

[ 0 0 9 4 ] 
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-2 o o * v * ju <o s m -e » m ^ ^ /nc m a> u . m * ® x »4 & 

XI4J:»?#4L<«:1. l-i. r^i&ft^SS*^7 
t5Sl?, Na,CO,***XttJ:0ff*U<l4NaHCOi*»*«>J:5ft» 
Il(^)$Ii$:fil$t5 0 * Jg £ B£ gfe L , Rl-1 Oml/n^^Xtt, J: ID 

S$t< ii»2-4m i / ; y^e/KDTAEAXin^y ^>^im^, r <£> ^ 

ffi £ ft 3 0»ij$tS o ^^T*:wS$$:^fPN a C 1 ( ft 3 Om 1 

/^y^e/UT*2[Hl) 1 0%y ^SgflStft* (Rl Om 1/5^/^3 

IhJ) pH=5. 5^|lt?) 0 &0^>f^/u£^ — l^^/i'^R^?)^^* 

"C H J£ "T £ 0 |H^7>; ;8lUo cXfiFmo cSTNa^ftlftLfio 
[ 0 0 9 5 ] 

# ra i g -c w: . *ttoiisxiiasi«:ffi^rN*»atfc*S(o«iafcB 

tt^H^^^^K^^fc^r, 'The Practice of Peptide Synthesis', Bod 
anszky and Bodanszky, Spr i nge r- Var 1 a g, 1984 (I E 8 <D S ? W ^ ^ 7" K # *<y 

ySIS:10iTfiStti:t5o rw^inft:*)*^ 14. D C C X fl E D 

c o «t 5 i*;u^^-f ^ K <r> l — 6 /u ig m jk % & TJ 5 , 0»J x. tf l - t K p * v 

fg^ftO'C-ftlOO'C Sfc*f*U<f4f5tf^ia-C, Rj£^^Tt5t -cffltf 

-r 5 . 

[ 0 0 9 6 ] 

S » <D X S -C f4 , MiTKi^^S^XiiH F , H C 1 , HBrXf4Tfa<£>£ 
5ft»8S:ttffiLr, «»{fc^>^Ka»£«BS«:*L* ilt»l« ( C ) £ # £ 
0 r.*-C, R l -R 5 . a % b. Y. Z&tfnf4*£ (I) o t ± E I: £ i L fc 
il "9 6 * 

[ 0 0 9 7 ] 

ESI (Sf 7^U->f ty(k) «©#^fcF i nn i g a n SSQ 70 
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— 20mg/mlSS^^>^ P ^^ffi^T. 300MHz Va r i an Un 

[ 0 0 9 8 ] 

z> 0 z <d^ *) jj -c n . m7Li£7**mm=- s ?-'i'Rxfi&mte&&* #j *. k 2 c o 3 

<D^^ d h >>&f&m. WilfDMF ©gffilCioV^, 4* Fm^ # A (X=Boc) * 
r^^^ftL, ^^iX^ai^yUai^^^trafrSr* * ft i£ K . «*.«NaOH*r 
ffifflLT^D7K5>ft?b, * M B ( V = B o c . W=-CH 2 C0 2 H) £ # £ 0 * 
FH] B (V=Bo c % W=-CH 2 C0 2 H) li % "The Practice of Peptide Syn 
thesis", Bodanszky and Bodanszky, Spr i nger-Var 1 ag, 1 9 84(:i IE i£ £ H <5 X 5 

y^y^^JcajRtE^LWS^, XliflSB ( V = B o c , W = - C H 2 C O 2 

itfTf atl^tN*«IBoc«tB»Bftt6:!:l:J:8, S * # K in *t 

[ 0 0 9 9 ] 

tfflftB ( « tf % V = F m o c . W=-CH 2 C0 2 t-Bu) £ , & . #J *L 
IfT f a TfelLT^^^yiSrRatS t-y^/U^*^/u£&£i:L, # *L 
£ * Prl] ffc B ( « x. % V = Frnoc.W=-CH 2 C0 2 H) £r , F m o c £fc £ 
ffltSltt^^f K^tflcttfflL^S. roj: 5i:» *ffHf£B ( V = F m o c . 
W= — CH 2 C0 2 H) , "The Practice of Peptide Synthesis", Bodanszky a 
nd Bodanszky, Springer-Var lag, 1984(C|Sffi ^5 J: 5 ftglE*n<0ffitt=ffc:&fffS: 

# £ e «*tft:^y i;y|rffl^tN*»Fmo cH«rB«(|fttS: ti:J:9, 
S8f l^bjxfc^ftTt^/f F^tft«8t5: i: 3flS "T IB afc 45 . 
[0100] 

f >T ^ y y ^gfift^lft^tftt, £t T ^ I li:J:or^8L#5 

o 

[0101] 
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[0102] 

^RS&A (X = BocXfiCbz, R 3 =2-^h^V^^^/U, 3 - * h *r 
is 7 ~ /U n 4 - J b * > 7 ~ /U) & 1 M BB r 3 / C H 2 C l,t»l/ 
2 en^S L, 7y-(^7x;-;UA ( X = H , R 3 = 2 - fc K o ^ V 7 s ^ /V 
% 3-t K n ^fi/7x^/UXI14 — t K p ^ V 7 x ^ ) £ # £ * Dl^t, * 

K i& & i& S , #Jx.tfNaOH£&fflLT > Bo cS^ii^SSBttoSI 

CT^^K 2 C0 3 O#7 P n b^&mm. J)ttfDMF©iS»i:fe^t, *MffA ( 
X = B o c , R 3 = 2 - t: K n ix 7 :n ~ A- , 3-t K n -> 7 x ^/UX 4 - 

5 D ;©t^!>A8S:i83BSO> y 7^-;v KtJIirSffiSt, f [HI # E £ £§■ 5 
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&mLx*mi*rz*zhicigmi,. * ra # f * # * 0 s j » s ai ** * « 

£ iX £ # , W^rfL iOH/*ttDMFtttfflLtC*Sif^ 

^^^yuSrflft-e;** SJp»/j!Stt<l:^o h « x. tf , # # * K 

( « * tf , b Kn^r^^V^Syry-yu) XtfSiRTS^ISSE ( « ^. tf . >T 
y ^ a ^jUhl^jut ^ tl^TSftL, *^*G^#5 0 *»^SH^», fl 

[0103] 
[0104] 

I n % m ] 

si as #j i . 

^>^n [Tyr-D-Trp-Lys-Val-Phe¥ (4 - { 3 - * V * \S 
7 m ~ ) >f ^ ? V — /U ) - Gly] 
[0105] 



[ft 2 4 ] 




[0106] 



a i i: i ^ 



3ft ft #J 1 £ ^ jft L o 



[0107] 



[ft25] 
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CBZTs'^Y' 
R 1 O 



OH 



1. Cs,CCyDMF/H : 0 

2. Br-CH(R 4 )COR : 



3. NH 4 OAc 

4. 6N HCl 



H v 

(a) 



Fmoc-OSu/K,COj 
CH,CN/H,0 



H V 

Cb) 



R 
I 

R 1 ,N-f 
(c) 



Fmoc-(Z) a -X , -X^X 1 -X'^-^^>[* ?N N--R 1 

R' ,N- * 
(d) Tit 



1. T6/iPr,SiH 

2. BHCHj^CHR^OjEt/ 
KHCOj/DMF 



I. 

I, 



Fmoc-(Z) 1l -X , -X : -X , -X < -(\').-Y 



/V-R 



"(V). N 



(CH,) B R- 




o 

(0 



R 1 K-4 



HOAc 



1. TAEA/EtOAc 

2. NaOH/HjO/MeOH 

3. EDC/HOBt/DMP 



f 

i 



XL 



-(Y); n 



-R 



R' 



"(A 



(g) 



[0108] 

X^a : 2 - (1- (S) - T S 7 - - 4- 

^ y ^ z=. )v) - * ^ y - ;v 

C b z - (L) - 7x^/1^77^^ (10. 0 g , 33. 4^y^-/U)&U*C 

s 2 C0 3 (5. 44g, 16. 7 S y ^ /U ) £ 2 : 1 / D M F : H 2 O (75m 

1) HAti, r©»^**i9frfti-S*-C«»L*: 0 «ET-C*KSrl»*U. » 

?g £: D M F (70ml) *g tf> L . 2 - ^ u - 3 ' - ^ h^ri//t h 7 x ; y 
(7. 65g f 33. 4^y^e/U) / D M F (30ml) £ /JI1 x_ ft 0 r <D *g 
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(150ml) (d*gri>L. C s B r taiLTR^fc. R^T>-^^£A (40 

. og, o. 52*^) £: An x. , r>f-y-^^-^ h7-^?:{Effllt:^i 

&m*m2mmmmimmis. isi^nh^ac fc*4t5H,osrift4Lfc 0 s 

fcfcZ&t&V. f£fDNaHC0 3 *gi£ (50ml) &tf^ftNaCl*§i£ (50 
ml) -C St ft L ft o ^VUV'SSrNa.SO*^*;***, t T , Jl £ & *g L 

fc. 

[0109] 

^^g^^^-^rlf^ (30ml) *g ri> L , 6N HC1 (115ml) #Q X. 
, ro»-&«Srtt3i$IBjS«ttJDJRUfco ^co^fR^M^S^b. xf ;ux-f;u 
(4x1 0 0ml) T'lftL/:. fc**^»tt*ltffi(S»L* * W # 

1 a £ 1 2 . 15g(99%)«fc.Kft^^^h/U:294. 2 M H + 0 
XSb : 2 - (1- (S) - ( (7/^l^^/V> h >" ) # # ~ /U) T ^ J - 
2-7xn;l/xf;U) - 4- ( 3 - > h V 7 x n /U ) -^f ^/-/l/ 

* Iffl ft 1 a (11. 8 g , 32. 2^y^e/U) ^1 : l/7t ^M^: H 
z O (200ml) |C *g L , K 2 C O 3 (5. 3 8 g , 3 9 S V ) £ '> L -3 

o^f L^^^j[it/; 0 9 - /u-7^^y>f S Is ;u # * — 

h *m it % m h tiitm^m^m 2 0 &mm u < e t o a c ( 1 0 0 m 

1) t?fe^««r»aL, rOEtOAc^^H 2 0 (2x50ml) "C Sfc i£ L 
o wOEtOAcSSrNa,S04-Cft«3F-e:, liiLT, X £ » tt U fc: D is V % 
y ( 1 5 0 g ) ^775/^^^0-7 h^77>f-i:J: 94^«SraSt> 2 : 

2 : l/CH,Cl»:^*1f>': EtOAc, ft^T'l : l/^^ri^^: EtO 
A c T ® tU L ft o Qz&toOftm&Zf — frl.* I^giLT, Sf^^Ofa^^LT 
*IKIftlbS:14. 77g (85%)#^ 0 Rfi^^^h/U:516. 3MH + 
0 NMR (3 0 0MHz, DMSO-d6) : 1 1 . 8- 1 2. 0 ( 1 H, s), 7.8-8.0(3H, 
d), 7.6-7.8(2H, d), 7.5(1H, s), 7.1-7.5(12H, m) , 6.7-6.9(lH, d) , 4.8-5.0 
(1H, m), 4. 1-4.3(3H, m) , 3.7-3.9(3H, s), 3.0-3. 4(2H, m) . 

JLU c : 2 - (1- (S) - ( (7 U ^ fV * h 3r v- ) X /U 7$ ^ /U ) T ^ 7 - 

2 - 7xx/uxf ;>) - 4- ( 3 - 7< F^i/7x^;U) - l- h!J7xX/U^f 
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)v - x y y — /u 

* M 1 b (13. 9g, 26. 9 $ y * /U ) ^N ? T, C H 2 C 1 2 (50m 
1) *g L . 4->^;U^-A'*y>' (2. 96ml. 26. 9 * \) * fr) & 

^pnhy^^^/uy^^(7. 5i g> 26. 9^y^e/u)£r#n*L.c<o?g*£ 

*ril'C»4 5»ft#tfc. @f tt!^#, *§ffi«£LT7 0 : 3 0/ 

— ^r-y-^:EtOAc^<£ffl-r5, 'V y # ^ /l" (300g) W77^Va^P-7 

fi»nt*r«l c^l 8. 0g (88%) » 0 NMR ( 3 0 0 M H z , D 
M S O - d 6 ) : 7. 84-7. 95 (2H, d) , 7.7-7.8(lH, d) , 7.6-7.7(lH, d), 6.7-7 
.5(29H, m), 4.3-4.5(lH, m) , 3 . 75-3. 95 (2H, m) , 3 . 75-3 . 85 (3H , s), 3. 6-3. 7 ( 
1H, m), 2. 65-2. 85 (1H, d, d) , 2.05-2.2(lH, m) . 

X^d : 2 - (1- (S) - ( (Fmoc-Tyr (OBz 1) - D - T r p - 
Lys (Cbz) - V a 1 ) T ^ J - 2- 7x^;I/xf;V) - 4- (3-^h^r 
v^7xx;u) - 1 - h !) 7i-/Mf^->f - 

^P^frlc (1. 8 9 g , 2. 50^y^/U) £EtOAc (40ml) K jg 
3ft» L , h V * ( 2 - T ^ y ^- ^ /U) T % 1/ (9ml) & M 7L , 

/2l$B»L<affLfeo I©E t OA c BSrfiftN a C l*»ti!fei> (2x1 
20ml) L, ftV^l 0%!i y»tt»i-C»» (3 x 4 0m 1 ) L- % p H = ft 
5. 5 ^ W S L „ r£>EtOAcJg£-£&frNaHC0 3 |gi& (40ml) T* }f 
L , Fmoc-Val-F (1. 02g, 3. 0 0 ^ V ^ ^ ) & M) 7L tc 0 ~ <D 

5ifcm&m i mmrnw u . * a * i* * u *: • 

[01 10] 

r tf> * IB f£ Sr * iSCFmo c-Va 1 - F t >f ^ ^ i: I^S ^ ^ 13 * 

■C , Fmoc-Lys (Cbz) - O S u , Fmoc-D-Trp-OSuStf 

Fmoc-Tyr (OBzl) -O S u ffl V> T I^c W K L t ^ ?/ 7 s y 

^i/Ufc. E t o A c m * l . sf^fio^^f yt^-^L, SWi^ttfSJi: 

50 : 30 : 2 0 / C H 2 C 1 2 : EtOAc r^^^V. & ^ TM : 1/EtO 
Ac : ^^rt>'Jffifflt57 7 7V'a^ov ^7 7>(-|:J:^»t5fcfti: 
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StlttHH dtl. 90g (46%)*fc.irft^^^h/U:158 1. 
2 M N a + , 1559. 5 M H 4- 0 

X^e : 1- ( (2-xh*i/-2-**y) ^^/U) - 2- ( 1 - (S) - ( 
(Fmoc-Tyr (OBzl) -D-Trp-Lys (Cbz) - Val) T 

* J - 2 - 7 x ^ ;l/ x ^ ^ ) - 4- (3-^ V *c is y ^ - 4 % # J — A* 

* TO 1 d ( 5 1 9 m g , 0. 3 3 D^^) iPr 3 SiH(205/i 
1, 1. 0^y^r/U)^^Tfa (10ml) 1 5» 

« # L . ;ux-f;U (6 0ml) Sr*Dx.r + ra*Srtt«**. iiilti 

SiLfc 0 R * ^ ^ : 1 3 1 6 M H + 0 rco + ffl^^rDMF (3ml) \Z. B 

L , KHCO, (198mg, 2. O^y^^U) ^tf^n^ffj^m^/u (7 2 

i/zi, 6. 5 ^ y ) &im it . z.<Dm&m&mwe — ft « » u fc . ^ ^ ?g ^ 

f& £ itt ^ ffi *8 L , C H 2 C 1 2 ( 1 0 m 1 ) K » rt» L . H z O (10ml) "C 81c # 
L ft: . Z<DCH 2 Cl 2 @£Na 2 S0 4 T*^^£-£, * ig b , I^jS8Utt« 

* i e (54 0mg) £ T , *fe*C»»*-f»2irixSr«EfflUfco 

X S f :v^o [Tyr (OBzl) - D- Trp-Lys (Cbz) - Val 
-PheV (4 - ( 3 - * h * is 7 << ^ ¥ / — Af ) - Gl y] 

* # 1 e ( 5 4 0 m g , 0. 3 3 U £: E t O A c ( 1 0 m 1 ) l£ M 
M £ it * h V * (7; yxf ;H T ^ > (1ml) £ ;L , r <£> 81 ^ *S £ **J 1 / 
2mm&ls<M&Vtz 0 EtOAc (10ml) £ M 7L . :Og«^^^Na C 
1 *8 « (2x25ml) , R^tl 0%y ^BUS* ( p H = 5 . 5, 3x10 

mi) -c ft j* L fc o — * * > (4 0mi) ^^^r^ra £ :r 

^ y h L 0 3S & «r > * y — ^ (10ml) K jg j&» L , 2. 5N NaOH (0 
. 5ml) *rJD*.ra»-C — *«»Ufc. :Oi***Slt8*tH,Ot:10 
*. T * « L . p H £ 2ft 6 . 7^BtLfc. RftiftLfctWfrSraiB tt«at 
, K £ S£ L fc „ :^|g»^DMF (25ml) fH fljt 9 , DCC (340mg 
, 1. 6 5 ; 1)^^) St/HOB t ( 2 5 2 m g , 1. 6 5 S U * ) & M 7L tz 

fc Utt«t5^y*y;^75 y * * o ^ y?y7>(-\z.& 9 & £ f& 4£> £r it 
S U o %i$Lm<D # H £ * fc % S^Sffilt, tfy^^co^fJfcLT^fillffci 
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f ( 1 8 0 m g , tr^l d)l^|j:4 8 0 /o) £ # tz 0 E fl * "< ^ h ^ : 1134 
. 5 M H + 0 

Xgg:->^n [Tyr-D-Trp-Lys-Val-PheT (4 - ( 3 - 

J h^r^7x^;V) ^ 5 - G 1 y] 

if m ft i f ( i 8 o m g . o. 1 6 5: y ) £ . 10% p d / # — ^ > ( 

24mg) £ *f 6 K g£ (10ml) K « L , r <7> ?g 3* « £ H 2 (25ps 

i) t\ mux~m s mmm&z ittio tti^i^ir^t, ssiSSrK^&ffib*: 

o rtDfe^^^ii. ft LfcttfT (Cb z fe^^S?/^ — ^/Ufclfc* 

£ *l T V* S ) £ffl#»U:M«S{fcLrtL»!r (Cb zl^i^tif:^, 'O' ^ >u ^ 
- 7 s " H -t <D l£ £ -C 5 ) ^ A/ "C l> fc o 2 0%-7 0 % C H , C N 
0.1% Tfa£{£/E-r5.VYDAC(3£^jg^f) Protein & P 
eptide C i 8 # 7 ( T h e Nest Group Inc., Sou 

thbo rough, ma) oBiff H P L c I: i 9 , »5 5^^{tt:oil^ 
4£> £ If ®J L 0 J:t)fiittcDt 0 -^T*fe€>M^iii^^^^, S *g « ft flfe (0 

. 5% HC1 : 2x10ml. ^ H 2 O : 1x10ml) L . M M M I (D 
31 « ffc tt «: 1 . 45mg (29%) #fi 9 Si^^n^: 910. 4MH + 

o 

* m m 2 . 

> ^ n [Tyr (OBzl) -D-Trp-Lys-Val-PheF (4 - ( 
3 - * h ^r^7x^;V) >< * ^ ✓ — ) - G 1 y] 

ife l \z £ OBSlfc, l g iD8Ki:**t5J:5Stt^6^«»I^^^, 

S *g L , (0. 5% HCl : 2 x 1 0 m 1 . ^^t*H 2 0 : 1x10 

ml) mti&m2<Dmm±&to$:2. 33mg (2 1%) # fc 0 

/U: 1000. 4 M H + 0 

m m m 3 . 

i/^n [Trp-D-Trp-Lys-Val-PheV (4 - ( 3 - > h 
7^^/U) 4 # V — )V) - G 1 y] 

n as #j 3 , eiT^SEjea^tt. ^ffwc^i^Ji ^i:^^-t\ 
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— Al(CJ:9HftLfc: 

X*S d : 2 - (1- (S) - ( (Fmoc-Trp-D-Trp-Lys (Cb 
z) - V a 1) 7^y-2-7x^yVxfyU) - 4- (3-^ F^'>7x-;M 

* IB 1 c (757mg t 1. 0^y^-7U) £ E t O A c (20ml) {C fa 
L , (2-T^/^^-/U) T ^ V (3ml) & ira x. . r <£> iS fi£ £ fa 1 / 

2fifra»Kfil$lfco :©EtOAclififtNaClS»t?S# (2x60 
ml) L > R^fl 0%y y88I«-CS# (3x20ml) L , fa 5 . 5 CD p 
H^iltfco ^60EtOAc@$r^ftNaHCO,^ffi (2 0ml) "C «t fl 5 L 
, Fmoc-Va 1 - F ( 8 2 5 m g , 2. 3 3 ^ !) * ) £ *ll *L 0 ^. (7) ^ ^ 
K«r»l«flB8»L, * H S: 6ft * L . 
[0111] 

& ^ -e , r. <o * # £ , JiiaoFmoc-va 1 - f * >r ^/^Piao^!)* 

"C , Fmoc — Lys (Cbz) - O S u , Fmoc-D-Trp-OSu&tf 
Fmo c-Tr p-OSu^l^tig^jCflli^lftLT^^y >^Lf: 9 E 
t O A c m & 1 . 5fSft©^*t^-eftRl,, 8lliltlt|!«Il: 5 0 : 30 : 
20/CH 2 Cl 2 :EtOAc : ^ 3r 1J- > , 4 : 1/EtOAc : ^ 1J- 

>*®imirZ>77iy*s~*w h ? 7 7 4 — l£ £ 9 til M + Z> ti #> V $ ju * 
? J* let* it it 0 &&®<D&m&7 r -;i'V % I^SiLt, 6feofi»KTM 

3 d £ 1 . 02g (68%) ^fcoSS^^^h^: 1 1 492. 0 M N a + 
, 1514. 2 M H + 0 

Xge : 1- ( (2-i h^i/-2-^^y) ^ ^ ^ ) - 2- (1- (S) - ( 
(Fmoc-Trp-D-Trp-Lys (Cbz) - Va 1) T X S - 2 - 7 
^ - )\, ^.*f- >v) - 4- ( 3 - * h^v'7x^;u) - >f ^ ^ :/ — ^ 

^ F$ f£ 3 d (1. 0 0 g , 0. 6 7 5 y * ) £ , C H 2 C 1 2 (10ml) , 
Tfa (lml) & i P r , S i H ( 2 0 5 #z 1 , 1. 0 ^ y ^ ;V ) (D & 
ic^fa L , :©iS^«S:fi20»8lfLfc fl 1 : 1/Et 2 0:^^r^>-0^^ 
ft (100ml) £*D;t. *f^{£%i&i§LTgSl&L, *S> £ (0. 88g) 

o :^)tl1*^DMF (10ml) fC*g ri> L , K H C O 3 ( 2 0 0 m g , 2. 0 
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o s y * /u ) Rv-yv^wtm^^ju&toit. - <n %; & m & -M u X- - mm ft v 0 

lf: B ffi^^^h^: 1 3 3 5. 7 M H + 0 

X g f rv-^n [Trp-D-Trp-Lys (Cbz) -Val-Phe¥ ( 

4 - (3-^ f^v7i^;h >r s y y — ^ ) - G l y ] 

* m ft 3 e ( ffi £ J& 4fc , 0. 67^y^/U) «: > * y — ^ (10ml) }g a> 
b , 2. 5N NaOH (1. 0ml) £ M 7L X m U X 1fo 4 5 ft ffi. ft I, 1t 0 ^ <D 
S^i^^It5^^H J O^JjDx.tf 3RL, p H £ 6 . 9—H^Lfc 0 
:r # >- h L , 3Sjt^H,0-C«» It, *jSfeO»*fcUfe. ( 6 5 0 m g , gfi 
* s< ? V ;V : 1085. 5MH+) 0 ~ <D ffl M (629mg) £: D M F (20m 
1) icmfr U % NMM ( 2 2 0 n 1, 2. 0 ^ y -=e ) , EDC ( 1 9 2 m g , 
1. O^y^r/W&tfHOBt ( 1 5 3 m g , 1. 0 ^ V -=e ) £ #0 ;i <> ^(7) 

s-&ffiSra:«a-cft2«FraaEi$b, 8ST-cfiiLt 0 m£/&^£rCH 2 ci 2 ( 1 

5ml) M » L , 1 0% y ytHir«f*#Lf: ( p H = 5 . 5 ^ M S U ) 
p :©CH 2 C U^Na 2 SO,T'KiU Satt, 2ml ^J5«Lf: fl 

— -ryuSrJtni^-C^fiRWSrtt:***, r ix Sr«il L T»K t , « « £ ^ T * R8 
ft 3 f (440mg, 71%) Bft^^n/H 1 0 6 7. 4 M H + 0 

X g g : > ? V [Trp-D-Trp-Lys-Val-Phe¥ (4 - ( 3 - 
y h^riX^^^yV) ^ - ) -Gl y] 

*P W ft 3 f ( 2 0 0 m g , 0. 1 9 $ y * /U ) £r , 10% P d / # — # > ( 
40mg) ^r^ttSSi (15ml) td *g L , ^O^^fg^H, (25ps 

i) T , Sfl-e2BimgiS*fe 0 ii^iMfCi^, SRfcSgfillfc. 
2 0%-7 0%(DCH 3 CN^M/0. 1% T f a £ ffl "T £ > C t s X 7 J* 

(Ra inin Mi crosorb T " 80-220-C5) CD Si it ffi H P L 

cia^ tt5 5»d^tTw^as-&ttS:a»ufco a s ^ n , 3 

O°/o-5O°/o0CH 3 CN^ES/O. 1% T f a, 5 5 ^ittffl t 5 S- 
w^^^i^K^fcofc Q |«»jif4:*fc*,fi»Bb.*«<£*(0.5% HCl 
: 2 x 1 0 m 1 , S^TH 2 0 : lxlOml) L , ^ Hi 3 (Oilft^^I 3 
. 26mg (14%) df: D gi^-i^ hU: 9 3 3. 5MH+ 0 
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m m w 4 . 

[Trp-D-Trp-Lys-Val-PheV (4 - ( 3 — b K n # 
->7x^;H >f * ^ y — ^ ) - Gly] 

^ m m 4 «: % j^to^m^lt. ^ « w ic m & w 1 tiic^D*t, ^ * * 

-.AllcJ;D§3i£Lfc: 

Igg : i/^ D [Trp-D-Trp-Lys-Val-PheV (4 - ( 3 - 
t Kd^V7x^;U) S y y — - G ) y] 

^^fr3f ( 1 5 0 m g , 0. 14^y^e/U) £: C H 8 C 1 2 (12ml) 
rt 5 L , N 2 T T* , 1 M BBT.X^^r^^mm^M^t^o ft h K tz * 7 V - fa 
l/2tft1ffif$ L/c 0 (10ml) ZMz. , lOl^t^X^Tt'g 

® tt 0 2 4%-4 8%(DCH 3 CN^)EI6/0. 2% NH<OAc£*{£ffl-f5 
Ca^A^RilfflHPL C IZ <fc t> , » 5 0»36>*tTr^ft»^«Sr»KLfco 

# ® £ 3: <!: , & *g L , $i ( H 2 O : 2x1 0ml) Sl^j4(^g 

H{b^^l^40mg (29%) #fc 0 « S ^ ^ ^ h /V : 919. 4 M H + 0 

mmm s . 

is ? u [Trp-D-Trp-Lys-Thr (OBzl) - PheV (4 - ( 
3-*h*Z/7=.~sl') << % ¥ J — ) - Gly] 

31 0»J 5 , IldlCjS^tFmo c-Va 1 - F Oft t» ^l: F m o c - T h 

r (obz i) - F& mm-tzziftte. hbwi:s?««3 t r i: ^ u * t? , * * 

— A 1 |:J: URigLfco H M * ^< ? h A? : 1 0 2 5. 5 M H -h 0 
31 tt « 6 . 

> o [Trp-D-Trp-Lys-Thr-PheV (4 - ( 3 - b K P * 
V 7 a ~ ) ^f;^'/-/H — G 1 y ] 

3i m m 6 ii , x m g k ^ ^ r + # 3 s <d ft t> 9 d * m # 5 f , > ^ u [ t r 

p-D-Trp-Lys (Cbz) - T h r (OBzl) - PheV (4 - (3 
h^V7xxi;U) ^ * ? V - )V) - Gly] %mmi-Z>£Xftte. M S « K M 
i«4 ^a^^^J-c, l C J: iJKig tf: B S fi * ^ * 1* : 102 

5 . 5 M H + o 

mm m i . 
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H-Trp-D-Trp-Lys-Abu-PheV (4 - ( 3 - t K n * *S V 
xn;u) >f % ^ y — /U ) - G 1 y - O H 

^ J6 #J 7 H , Ig3di:fc^TFmo c-Va 1 - F (Dft t> 9 C F m o c-A 
bu-F£r<£/BL, I S 3 f *5 l> X $ # ^ >f S K i H O B t «: JB SUb «: 
Li^llra^tt, *S»l:^Ifl3 tHSc^^-e, ^^-Aifri:f9S!i§ 
Lfc 0 gfi^^^h/l-: 937. 3 M H + 0 
^ 2ft M 8 . 

*S ? d [Trp-D-Trp-Lys-Abu-PheV (4 - (3-t Kn* 
V^oi^/U) ^/-/V) - G 1 y] 

^j&£#j8fi, X *M 3 d (H *5 T F m o c-Va 1 - F ©ft !3 C F m o c-A 

iUSSLfc. Si^^^h/W: 919. 5 M H + 0 

n m m 9 . 

->^n [Phe-D-Trp-Lys-Tyr (OBzl) - PheV (4 - ( 
1, 1 - *J * JU /U ) >r ^ ^ ✓ — A* ) — G 1 y ] 
x - A 2 l: J; ^ 3lifi«9«:'&j8L*Lo 
[0112] 
Ilk2 6 ] 
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.OH 



1. C^COj/DMF/ILO 

2. Q-CH(R 4 )COCR>) R" 



r' o 3.NH«OAc 



4. MeOH/HjO/HCl 



(a) R 



Frm>c^Z) B -X^X , -X J -X 4 .00 o -N^S ,;>N />--R ? 



BrCCHj^CHR'COjEt/ 
KHOO/DMF 



1.NaOH/H,0/MeOH 



Fmoc-(Z) 0 -X'-X s -X , -X 4 -{Y) 0 ^^Y >N >_ R 5 2. EDC/HOBt/DMF 



a- XT 1 



X'- 



-oo. — r 



R' 



X J 

I 



x f — (Y)r— I 

1 R HOAc ■ 



W™ R 




(f) 



O 



(g) o 



N 



R J 




[01 13] 

a : 2 - (1- (S) — T ^ / - 2 - 7 — /I? ) - 4 - (1, 1 - *j 

* ^ ,v^-}- jv) - ^ ^ y y - SU 

B o c - (L) --y^^/i-Ty^^ (5. 31g, 20. 0^y^E-/U)&tfC 
s 2 CO a (3. 2 6 g , 10. 0 ^ !l ;U ) £ 1 : 1 / D M F : H , O (50m 
1) \c A ix , *SR*»-&«*s#e>*LS*-e, rcD^^IK^^^UfCo *g^£r®/£ 
T-C^^L, » fi * D M F (50ml) (I S ^i 1 L , \ -?uu\?<rz3Uls (2. 

63mi, 20. o^y^e/u) *m 7Ltz. 0 ~(Dm&m&mux~-mMWisti'&. 

»£ETt8«Lfco ^fcixfc^h^^^^Sr^VU^ (10 0ml) f;: *g rt> L , 
C b B r fciiltld^fc, g^^T^^e^^A (25. 0 g , 0. 33^e/U) *■ 
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» i3B©NH 4 OAci»4t6H,OS:R4Lfe B K /£ i£ £ £fl L , SSfnNaH 
C O (50ml) -C25fc#L, Na.SO.TRjft**, ifiiiLT, K^fiffi 

Lfco m mm t I, X B 0 : 2 0/ ^*f > : E tOActRltS^y*?/^ 

* Iffl 3 . 45g (50%) «: # (Sfi^-t^ h;U : 3 4 4. 3 M H + ) 0 r 

(30ml) (C L , & H C 1 (5. 0ml) £r ;&0 . 

ro^^fS^^3B#P«^JS^Lfc 0 :^)SII:I^Tti8il, THF&tfni^/U 
x-f^d^SfiSritaStfc, H»»S:KSft«U, * ra * 9 a l . 89 g 

(9 5%) #fc 0 NMR (3 0 0MHz, DMSO-d6) : 8. 5- 1 0 . 5 (3H , 7 
D — K s), 7.3-7.4(lH, s), 7. 15-7. 35(3H, m) , 7.0-7. 1 (2H, m) , 4.9-5. 1 (1 H, 

t), 3.5-3.65(2H, d) , 1.2-1.3(9H, s) . 
Xgh : 2 - (1- (S) - ( (Fmoc-Phe-D-Trp-Lys (Bo 
c) - T y r (OBz 1) ) - 7 ^ / - 2 - 7 x ^ /Ux f ;!/) - 4- ( 1 , 1 - 
*J * )V zc*f- jv) - 1 H - / - 

* IB] ffc 9 a ( 7 9 0 m g , 2. 5 0 S V *e ) £ E t O A c (40ml) » 
L . f> y ^ T S ^ (9ml) £ jfol X. . r^?s^^^^i 

/2RIB»U<Stf Ufeo rOE t OAcl^lSfPNa C 1 jg ffi "C iSfe (2 x 1 
20ml) »^"C1 0%y V*g«»t$» (3x40ml) L . pH=^J 

5. S^aiLfc, rcDEtOAc^$:^?nNaHC0 3 ^^ (40ml) T* }g 
J$ L . Fmoc-Tyr (OBzl) -OSu ( 1 . 02g, 3. 00^y^/U 

) £ to x. tz 0 r <o r m & m i . 5 m m m w u % * a * » * u ^ . 

[01 14] 

w<D^r^*^:, _t§S<DFmoc-Tyr (OBzl) -OSu^-Y^^^Pti 
<D *=> V jj X* , Fmoc-Lys (Cbz) - OSu. Fmoc-D-Trp-O 
S u & F m o c-Ph e - OS uSrffl^TifiWCKftlfttT^^^y >^ 
U: B ^miKi: LTl%gtiifc/E t OAc tffiffl t S 7 9 y a ^ p ^ h^^^ 
>f — i:i SKt 5t^C, :oe t OA jdy^^^AC^ftfe. £ 

filc^o^lj^^-yi-b, K ffi a *8 b . fttfifttE t OAci:Br;8*a, — 
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* V > & im tlx ttm ts -fr % iHifi LtS6 tfco mm ft * L T , * [U] # 9 

h £ 1 . 67g (5 2%) if: 9 fi^^^ hi/ : 1 2 8 0. 7 M H + 0 
Xge : 4 - (1, l-^y^/l*:*^/!*) - 2- (1- (S) - ( (Fmoc- 
Phe-D-Trp-Lys (Boc) -Tyr (OBzl) ) — T % J — 2. - 
^^^/U^i^yU) -1- ( 2 - x h ^r> - 2 - t# V - xf ;v) - 4 % ? J — JV 

IH] 9 h ( 1 2 8 m g , 0. lO^y^r/U) £: D M F (2ml) (C fc£ rt> L , 
K z C O 3 ( 3 5 m g , 0. 25^^^) Xt^^D^Slxf/U (28// 1, 0 

fi *g L , EtOAc (10ml) rt> L . H * O (10ml) "C Sc # L fc 0 - 

1 2 6 m g , 9 2%) £r # T . $e>(-3^S5i-e:-r^wHSr^fflbfc e 
Xaf : is ? n [Phe-D-Trp-Lys (Boc) - Tyr (OBzl) 
-PheV (4 - (3-^ F^-/7x^;H >f - G 1 y] 

* ffl ffc 9 e ( 1 1 6 m g , 0. OSS^y^e/^JSrEtOAc ( 2 m 1 ) K «S 

» £ * h y ^ ( r ^ ; x f /i, ) x ^ >- (o. 5mi) ^^ix, 

l/2Rfra»L<St^bfCo EtOAc (10ml) £ #n ;i , :Og«^HS?PN 
a C 1 ( 2 x 5 m 1 ) , & ^ TM 0 % P > ( p H = 5 . 5, 3x5 

ml) -C ifc j£ L „ ^^"^^ (40ml) SriDx."C*raflc«:«:*S^:, 

* ^fiiSLrSSLiTc (76mg) D (2ml) t;i *g L , 2 
. 5N NaOH (0. 1ml) ^ilOx:TiIt-iitf Lf: D r Wi^g^lS 
^^S£T*H 2 0£2ra*-C;fr«RL, p H £ Jft 6 . 0 ^ ffl M L tz . Bi « SMfc L * 
M#titigLT8lSL,' SSRHLfco :©M^^DMF (2 0ml) K & 9 
% D C C (126mg, 0. 6 0 ; li^/H St/HOB t (90mg, 0. 60 

* y a- ) S: an * o :oBd«tii-e»Si6»iijiJfl!L 4 KffTtffiBifc. 

EtOAc (5ml) iZfgfrV s ^^PNaHCO,^^ (1x5ml) RUti&fU 
N a C \ mm (5ml) Sfc L 0 N a , S 0|-C(t»L, fig L . K^SffiL 
TM*9 f $:if: 0 fiX^^ F/U : 1 0 9 8. 5 M H + 0 

Ilg : o [Phe-D-Trp-Lys-Tyr-PheV (4 - ( 1 , 

1 - is * ^ ;u) >f ^ ^ y - ;u ) - G 1 y ] 
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+ IB # 9 f ( & £ j£ «K 0. 0 8 5 U^^) * , iPr,SiH4tTf a 
(9. 4ml) & H 2 O (0. 5ml) *g L , »2 0»ffl»l, K^Tt 
jg *g L „ 3 0%-6 0%(7)CH 3 CN^E$/0. 1% T f a {£ ffl 1" 6 , 

& # ft # 8t £ ^ £ , 3 2%-8 oroiDCH^N^ES/O. 2% NH«0 

Ac, ft 5 0^^gfflt5«-©^°^^^gtfcofc 0 M^iS^^ar^. ffi^L 
.ar*£i£fi&(0.5% HCl:2xl0ml % ftV*-CH,O:lxl0ml) 
L , ^iW90$Ift^«l^9. 9mg (10%) » 0 g fi * ^ h : 9 9 
8 . 4 M H + o 

mmm i o . 

V^o [Phe-D-Trp-Lys-Val-PheV (4 - 
^7^^^) << % ¥ V — Sis) — G 1 y ] 

MMM I OH, X g d t£ T F m o c-Tr p-F^ft^^CFmo c - P 

he-OSu^ffi«tSW»li, $ft«3 il^fl!©^?)*-^ ^^-^ 1 ia 9 
Killfc, 11^^^ : 8 9 4. 4 M H + 0 

H IK « l l . 

V^n [Phe-D-Trp-Lys-Tyr (OBzl) - PheV (4 - ( 
3 - y ^^71^/1/) ^ - ) - Gl y] 

H ife #J 1 1 ft . XSd^*5V^TFmo c-Tr p - F © ft ^ "3 1^ F m o c-P 
h e - OH^, Xt^Fmo c - V a 1 - F (Dft t> 9 C F m o c-Ty r (OB z 
1) - OH&mm-tZUftte. Ii^j3 ^i(O^^T\ ^^r-^l(^J:^^ 
iglfco Fmoc-Tyr (OBzl) - O H , D C C&t^ffl^H O A t 

iv^t^tfctto xsg©aa^«». 5z±\z&L&mit v ti&ft (cb Z ^-< 

y^;ux-f7^t»i §ntl^) BftflfcSMfcLfcttS (Cb zlig^ 

$ tu a* % >v =. - r- n * <o * * -c & 6 ) £ A/ -e i> 0 as # w ft aft ft HI 

: 1 0 4 8. 5MH+ 0 

Ififll 2 . 

v-^o [Phe-D-Trp-Lys-Tyr-Phe¥ (4 - ( 3 - > ^ '> 
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■7x^;u) -r s y y - sis) - g 1 y ] 

& M VI 1 2 14 , IgdCfc^TFm o c-Tr p - F 0ft t> D C F m o c-P 
h e - O H £ . & TJ< F m o c - V a 1 - F Oft t> D C F m o c - T y r (OB z 

igLfCo Fmoc-Tyr (OBzl) - O H 14 , DCC&tfrf>S£<£>HOAt£ 

«ir^T»ttfl:Lfc. xSgoaa^fttt, S4i:R«llfl:LfclliB (Cbz^-< 
>i;yux-f ;vfe»*giiTV^) fc»dfii:Bft«ft lfc»f (Cb zllft* 
^y^yux-f li^^^^T^6) £ ^ /» t? V> 0 ^ ^ * Bi « S ffc 

^ h ^ : 9 5 8 . 4MH+ 0 
HHfll 3 . 

> ? a [Phe-D-Trp-Lys-Tyr-PheV (4 - (3-t Fn* 
*s y ~ ?v) 4 * # y — ) - G 1 y ] 

D [Phe-D-Trp-Lys (Cbz) - Tyr (OBzl) - PheV ( 
4 - ( 3 - > h^ri/7x^;U) -f S # V - >U ) - Gl y] £ & ffl i" £ « ^ 14 , H 
l^j 4 t l^t^^ ^t*. 1 CiJUaUfc. R ffi * ^< * h : 944 

. 6 M H + 0 
^ ffi #J 1 4 . 

->^n [Trp-D-Trp-Lys-Tyr (Bzl) - PheV (4 - (3 
- * h ^rv 7 x^/U) - A- ) - Gl y] 

Xgh:2 - (1- (S) - ( (Fmoc-Trp-D-Trp-Lys (Cb 
z) - Tyr (Bzl) ) - T ^ / - 2 - y^—jV^^tV) - 4 - ( 3 - ^ h 
y 7 x x ;u ) - l- ( h y 7 x ^ ;i/ ^ f ;u ) 

Fmoc— Phe-OSuOftfeOlCFmoc-Trp— OSufeflEJBL. F 
m o c — L y s (Cbz) — OSu^ft^UCFmo c - Lys (Boc) — O 
Su^SffiL, &t5Fmoc-Va l-OSu^ftt>!5l: Fmoc-Tyr (B 
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z 1) - OSu^ftffit5«*|j:, IS9 hiH«^« 9*lf^^f K^fitSI 
JSLfCo HXt = 7 8 3 mg (5 7%) , Rft^^; h /U : 1 3 7 0 . 6 M H -h 0 
X g e : 1- ( (2-xh^i/-2-t^y) ^ ^ ) - 2- (1- (S) - ( 
(Fmoc — T r p — D — Trp — Lys ( B o c ) — T y r ( O B z 1 ) ) — 
T S J ) - 2 -7x^^xf;H - 4- (3-> F^'>7x^;H - >f ^ ^ ✓ — 

h t|5l«<D^9*-e^ra*l 4 h (O T >\> * >V it £ m M U fc o HX ffi = 6 4 
Omg (8 0%) 0 ffi^^^ F/V : 1 4 5 6. 3 M H + <> 

X IS f : V ^ n [Trp-D-Trp-Lys (Boc) -Tyr (Bzl) - 
PheV (4 - (3-^ h^rv^7x^;U) ^ ^ / - ) - Gly] 

+ TO 1 4 e (640mg, 0. 4 4 ^ y /U ) * $ J — ^ (15ml) [Z 
« d» b . 2. 5N NaOH (lml, 2. 5 S V fr> ) & ]JQ tz 0 Z <D & jft 
*r»l/2B*IS]«t#L* 5% HC 1 8*t»Dtt p HSrft 7 . 0 K SB « U 0 

£ , ft^tDMF (15ml) *g i&> U «, DCC (206mg, 1. 0 ^ y 

^e/U) & £F H O B t ( 1 5 3 m g , 1. 0 ^ ]) ^ ) £ #P r^^^^^^ftfe 

fifftfco g£aS:affT-e8«L, E t O A c ( l 0 m 1 ) \C m U , 10% 

y > » » » «c , pH5. 5 2 [h] gfc # L fc 0 ICE t O A c H tr V !l * ? 

A «;: a» ft , J:9#<©EtOAcT?*rit*«r»fflUfc. ^^^o^Hj^^^^T 
S^L, +ra»14fS:240mg (46%) fi| 0 

X g g : V * a [Trp-D-Trp-Lys-Tyr (Bzl) - P h e ¥ ( 
4 - ( 3 - ^ h ^> 7 x n ;U ) ^ ^ ^ — ^ ) - G 1 y] 

tUffl 4 f (240mg, 0. 20^y^e/U)^CH 2 Cl 2 (l0ml){C 
L , iPr J SiH(205/xl, 1 . 0^y^/U)^^Tfa (10ml 
) £ *n *l fc 0 :oad«tsat»Sii 5d8fftfc. ^JBETT-CH 2 C1 2 £*£$8 
$ , x-f/V^AllttaiStl^^i^tto Sl^T^yhl, 3 0 % - 5 
0%(DCH 3 CN^S!I/0. 1% T f a SrffiffltS, C,,*7A©ggffiH 
p L c J: 0 , »5 5»^ftt:©8iS«:S t>i:»»tfc. *fc # iU £: £ £ , S 
*g L , S£ j& (0. 5% HCl : 2x10ml, #; l> "C H 2 O : 1x10m 
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]) is«!i 4©iift^^^2 5m g (i 1%) mti 9 mm*^? h /l» : 

1 0 8 7. 4 M H + □ 

mm w i 5 . 

V^n [Tyr-D-Trp-Lys-Val-PheV ( 4 - ( 3 - fc K o * 
S/ !7 x ^ /U ) -f^y^ — /U) - G 1 y ] 

*-Aii:J: DBSLfc : 

Igg : ^>^D [Tyr-D-Trp-Lys-Val-Phe¥ (4 - ( 3 - 

t Kp^V7x^/I/) >f ^ / - ;u ) - G 1 y] 

* WJ ffr 1 f ( 1 3 0 m g , 0. 1 15;^/H *CH,Cl t (5ml) 

L , N 2 T T\ 1M BBr 3 / — ^r^>-^M (5ml) £r #H X_ /c D # «b * 

7y-*«i/2effififfi, ft^*cot^ft9ifco y * y - a- (iomi) 
£ in ?U r^iS^I^I^TtSitfc :^M^^^Cm*7 Al^wt, 1 

% NH,OAc#jfe»»L, 0. 1» T f a*«["eS#L, *^t2 0% 
-3 5%(DCH 3 CN^l«/0. 1% T f a trftffl tt, »5 0»)&»ftt* 
ffl L . #E # lU , g *S L , Wf&&m (0. 5% HC1 : 2x10ml 

) l , mmm i s (Dmmfc&m* 6 o m & (54%) mtz 0 mm*^? h ^ : s 

9 6 M H + 0 

m m m 1 6 . 

V^P [Phe-D-Trp-Lys-Nal-PheV (4 - ( 3 - fc K o * 
> 7 ^ ~ )V ) >f ^ y y — ^ ) — G 1 y ] 

1 CiDBStfc : 

X^d : 2 - (1- (S) - ( (Fmoc-Phe-D-Trp-Lys (Cb 
z) - N a 1) T^y) - 2 - 7 x - ;U x f ;V ) - 4- ( 3 - ^ h ^- v 7 x x 
) -1- ( b y 7x^;u> f ;u) 

Fmoc-Val— F©ttto9*£Fmoc— Nal— OAtfcttflJL % Fmo 
c-Tyr (Bzl) -OH<Oft;b!M-Fmoc-Phe-OH&{£JB^5£Jl^ 
tt % + Bfltt 1 d fc^RW^raW^^fJ^-C^Wfrl 6 d £ §S i§ L 0 
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X m g : *S 2 D [Tyr-D-Trp-Lys-Val-PheV (4 - ( 3 - 
M K D * is 7 =z ~ /U) 4 * V V — JV) - G 1 y] 

IS4 g tm^CPSO^^T'Igl 6 g ^Hl tt , 6(O^M 

Ultfll 7 . 

v-^d [Phe-D-Trp-Lys-Nal-Phe¥ (4 - ( 3 - ^ h 3r V 
7x^/H S # V — >V) - Gly] 

m M W 1 7 i* , WT*r«*fcL-C % iaWl^lM 1 6 t R»^^>!5 ^t*. ^ 
^-^ 1 C<t UKilLfc : 

Xgg:i/^n [Tyr-D-Trp-Lys-Val-Phe¥ (4 - ( 3 - 
J h^r^7xr:;U) >( % ? V — )V ) - G 1 y] 

^P^ffcwf (3iom g , o. 27^y-=e/u)^r^y — /M3ml) i:g 

® b , ^O^^fgSrMAHF 1 2ml) X~ L /c D : 0 t f 

o ttSKL, 2 0-8 0%OCH 3 CN^Ii^/0. 1% T 

£ * t . jg $g U , SSH^?) 20«3|gR»Lfc B HXi=5 6mg (1 9%) , 
®a^^<^h/U:992. 4MH + 0 
[01 15] 
lit 2 7 ] 
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*3r— A 3 




[01 16] 



mmm i s . 

i/^n [Trp-D-Trp-Lys-Tyr (Bzl) - PheV (4 - (3 
- j b * 7 = ^ P V — >V ) - (y) Abu] 

H 16 « l 8 11, 3i:i: DRSLfco 

Xgi : 2 - (1- (S) - ( (7x=;M h^V) ^/utf-yu) -T^y-2 

- 4- ( 4 F^v/7x^;U) _ ^ ^ ^ y — ,u 

Cbz - (L) - 7i^;UT7^^ (1 0. 0 g , 33. 4*!)*rJl')RT*C 

s 2 CO, (5. 44 g> 16. 7 S V )V ) £ 2 : 1 / D M F : H 2 O (75m 

M £ D M F (70ml) *g rt> L , 2 - ^ n ^- - 3 ' - * h^'>7t h7x> > 
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(7. 6 5 g , 33. 4^y^e/U) / D M F (30ml) & M X. tz 0 ^ <D & & & 
«raa-e»l/2«PKia»Ufc«, S/EfiiLto ft btltt * V ^ )V**c *s 
U >- (150ml) CI |§ L . CsBr«i§LT|t^: 0 g^^r^^^^^ ( 
40. Og, o. 5 2^e^) ^cMtl . r^-y-^^-^ F77/^HU: 
©S^#*ft2B£fBBi«anfRL. iBHONH.OAc 4:*tt5H,OS:RiLfc 

0 S/S«^»aiL, &!ftlNaHC0 3 ^f£ (50ml) R X* ffi fP N a C 1 ft ( 
5 0ml) -C «c ^ U o ^^wy@S:Na,S0 4 t-e»$i3:, ii Lt , K £ Jg 

SBfi^iidKtfB*! 8 i (i3. s g> 9 6 %) *&tz. 0 mm 

X s< f h >\s : 4 2 8 . 2 ( M H + ) o 

Ilj : 2 - (1- (S) -T ; 7 - 2 - 7x^/l/xf -1- (4 - (1, 

1 -i/^f ;ux hdrv/) _ 4 _^-^y-y^yu) - 4- ( 4 - y h 7 x ^ ;U 

) 

fWflc 1 8 i (2. 1 4 g , 5. 0^y^e/U) £ D M F (11. 5ml) f£ jg 
^^U,^50 l CT^18^^}t^b^^ s ^.KHCO 3 (l. 5 0 g , 15. 0 
^ y ^ ;u) &t54-^a^--t-^^/U^^U — h (6. 6 9 g , 3 0 ^ y ;V 
) T* 3 [elK # T & 31 L fc 0 : Wi^i^^-f/K'f S L, ^ ?U N a H C O 3 
SS-C1®, fiftNa C l8«-ei 0«fe»lfc„ ^x-j/Hg^Na.SO.t 

I0117J 

-offiT/u*/wfc^j&4fc£. u i o% p d/x-tf^&mm-tzm 

3 o SSfrE tOAcCB^L, gg^N a H C 0 3 g«&r;tSftN a C 

* ft » U , Na a S0 4 -Cft«Sii:, 88U, ift*»Kt^F^l 8 j ( 

4 5 0 m g ) £r#T, rix$r$?j(C©SJ^-r^»(DX@^fi6fflb^o 

Xg k : 2 - (1- (S) - ( (Boc-Trp-D-Trp-Lys (Cbz 
) - V a 1 ) - T S J - 2 - 7 x^;l/xf ;U) -1- ( (4 - (1, 1 - ^ > ^ 
h^V) - 4 - ^" ^ V ) ~/ =5- >V) - 4- ( 3 - ^ h^^^^n/U) - ^ ^ ^ 
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Fmoc-Tyr (OBz 1) - O S u Oft 5 I: B o c - T r p - O S u t 
ttJBL,JfcU<Fmoc-Val-F©ft*>9l£Fmoc-Tyr ( O B z 1 ) - 
OA t ^^fflti^^lj:, Iil dl:^^raiU:^^^S^^^t\ % 
A^AtrXttt. tB#l 8 k *t=l. 03g (81%) . 

Xg 1 : 2 - (1- (S) - ( (H-Trp-D-Trp-Lys (Cbz) - 
Va 1) T^y-2-^^n/U^i^/U) -1- ( ( 4 - b K n ^> - 4 - t V 
) ^ 9- tV ) - 4- ( 3 - > h v^7 x^;l/) - >T ^ ^ 2/ — 

(iPr) 3 SiH (593^1, 2. 90^y^/U)^^"Tfa^ffi(10 
ml) T'tlff 1 8 k^«ill, ^l^flftfflfc, :(OS^I^8iL, 1 : 

ix-f/p : v ^mm-cmw . mm&comtt t l r * ra » 1 s 1 ^^r. 

S^fcttK^iMlftOXSKflE/BLfco h >V : 1 2 6 7. 7 M H + 0 

X g f ri/^n [Tyr-D-Trp-Lys (Cbz) - Tyr (Bzl) - 
PheV (4 - (3-^h^r->7^^/>) >f S # / — ) - (7) Abu] 

+ M*18 1S:DMF (20ml) M *g rt> L , 4— & ])> (159 

M l, 1. 455:y^e/U).HOBt (196mg, 1. 4 5 ; y 
DC ( 2 7 8 m g , 1. 4 5 S V *r JV ) £ AH a: , ^ © SSffi - ft fi jf L B ^ 
^5S«^I^Tt'88L, C H 2 C 1 2 : M e O H (9 : l) ^gHi$Kttt 
ffltfi^y y p-7 h^5 7-f-|: J: 4* Bfl # 1 8 f 

5r#t 0 JlXi = 2 2 0 m g (2 4%) 0 It^^^ h/U : 1 2 4 9. 7 M H + D 
X m. g : > f D [Trp-D-Trp-Lys-Tyr (Bzl) - PheV ( 
4 - (3-^ h*V7x^;U) ;//-^) - (7) Abu] 

8 f (220mg, 1 7 6 1* * ^ ) * 10% Pd/^; — ^y^ri 
£££LT<£fflLT, H 2 (3 Op s i) TT*. 12|-Cfi 1 4l$m i » & K is ^ T 
«»WiC**»JnUfc 0 fiii^ill tt««:XSaffiU^o 0 % ~ 7 5 

%^CH 3 CN^)E«/0. 1% T f a £ {£ "f 6 , C 18 ^7^C0S^itffiHP 

* * , @ *§ L . (0. 5% HCl : 2 x 1 0 m 1 . *V^H,0: 

1x10ml) HftMl 8<0$Ift^ft^7 2mg (37%) # 0 Sffl^ 

hi' : 1 1 1 5. 6MH+ 0 
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mmw i 9 . 

v^n [Trp-D-Trp-Lys-Tyr (Bzl) - P h e V (4 - (4 
- ^ F ^v/7xn/U) >f ^ y ^/ — JV) -Gl y] 

Hlkfll 911, WT^^M^lt, Hff»*r^J6«l8i:R«0^»9*-e^=¥ 
-A3i:«tt3KilLf: : 

Ig j : 2 - (1- (S) - T * / - 2 - -1- (2 - (1, 

1 f/Ux h *r C ) - 4- (4-^ f> V 7 x ^ ;U 

) - -f 5 ¥ / - 

>f> IH # l 8 i (854mg, 2. 0 S V t /l- ) £r D M F (10ml) M *g ri> L 
, t e r t - yf /U/n^ 7irf - h ( 6 4 6 // 1 , 4. 0 ; y t^) StfK, 
CO, ( 5 5 2 m g , 4. O^y^/U) £ #P X . Z <D & Wi & & M X* - fa fit ft V 

^Lfc 0 r^EtOAc84rNa«so 4 "Cl6«S'ti-» Hilt, 

„ f& * 1 . 02gfrftfc o ttft:*'<*h/l':428. 2MH+ 0 NMR (300 
MHz, DMSO-d6) : 7 . 85-8 . 0 ( 1 H , d) , 7.6-7.75(2H, d) , 7.85-7.95 (lH 

, s), 7. 1-7. 35 (10H, m), 6.9-7.0(2H, d) , 4 . 75-5. 05 (5H, m) , 3.7-3.9(3H, s) 
, 3. 1-3.4(2H, m), 1.3-1.5(9H, s) . 

^<Dtpffl&<D&{*fe&i ( 1 . 0 2 g , 1 . 8 8 ^ y -=e AO &* s 10% P d / 

C^^tt^HOAc (50ml) K * L * S i& "C 1 0 B* IB . H 2 (30ps 

i) t -e&mmto \^tz 0 f&m&mm vxfez , 2n hci ( 9 a 0 n l , 1. 
8 8 5 y aO t Jo fc . r^^^^^i[Hi^«g^;^L, ch 3 

CN/HiO^P,St5*«««S*, W*fe©l#i: LTtB*l 9 j (8 6 2 

m g ) zmx % zti* z tbizmsnt-ricsim vit 0 s a * * b >v : 4 o s . 2 

M H + o 

XSg ; X S 1 8 g ^^SW(^«(D^^r-ttl7K#^JP^^^i^Ii tt 
, Sfe^)@#iiriI4^ft ( 2 2 m g , 4%) S: ^ fc „ ft £k X ^ h ;U : 1 
0 8 8. 2 M H + o 

m m m 2 0 . 

V^P [Trp-D-Trp-Lys-Tyr (Bzl) - PheV (4 - (7 
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~~JU) >T S ¥ / - ) - Gl y] 

H 2 0 IS , Igi i:fcPT2-^o*-3' - > F 7 t h 7 x y y £7) 

ftfrUI^-^n^ez-fc F7x;y^ffilt4W^tt, 31 i£ #J 1 8 t 35 R « H 
ao*B*"C^*-A3l:i0B8lfc, 11^^^ F^: 1 0 5 7. 4 M H + 

o 

3£lfc«l 2 i . 

v^n [Trp-D-Trp-Lys-Tyr (Bzl) - PheV (4 - (3 
h^V7i^;H << 5* ? S — ) - ( e ) Ahx] 
31 ig #1 2 l li. WT^MfiHt, 31 ife 0»J l 8 3IR»^H«©^?) *-C^ 

Igj : 2 - (1- (S) - T ^ 7 - 2 - 7 xx;vxf /U) -1- (6 - ( ^ h 

^rv-) - 6 - ^^rV-^^vwU) - 4- (3-^ h*V7x^;W -^f 

}V 

2 1 i (855mg, 2. O^y^e/U) £: D M F (8. 0ml) \^¥&h* 
L % ^3l20 e CT*^8B#^1 x KHCO a ( 2 0 0 m g , 2. 0^9^ ) & 6 
-yo^Adrfylxf (3. 56ml, 2 0 ^ U ^ A- ) X'%±M L 0 ^ ^ ^ 
^ £ *S L , }g tt! « £ L T 2 : 1 / ^ * V : E t O A c t 5 V 'J * ^ 

;u<n * ? J* ? p ^ h ^ 7 7 ^ - i: «t *? r^SSSrSll, ^A^o^^fiic^^# 

( 0 . 9 4 g ) 0 
[01 18] 

<d mr ju * ;u it ± & * . mm t l r 1 o % p d/^-^y^ftitsi 

IB ft 2 l j (7 20m g , 9 1%) £r T . S & i:BS*f i:R©lgi::jii 

ffi^L/c 0 HS^^^h/^:4 3 6. 2 M H -h D 

XiMk&tfXgl :2 - (1~ (S) - ( (H-Trp-D-Trp-Lys ( 
Boc) - T y r (OBzl) - 2 - ( 1 - (S) — T 5 y-2-^^-^/U3n^ 
, u ) - i- ( 6 - (x hdrV) _ 6 _^^y_^^, >/U ) _ 4 - ( 3 - f \* * y 
y ^ ^ jV) * ? V — )V 
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EtOAc 8m 1 K *S T F m o c - T y r (OBzl) - OH (493m 
g, 1. 00^y^e/U) % HOAt ( 1 3 6 m g , 1. 0 ; y & D C C 

(2 0 6mg, 1. 0 5y j eA^)Srttl/2«FlBJa^U,»V^-e^^^n^*i/ 
^gi^i8i§lt^< I tiaot, Fmoc-Tyr (OBzl) - O A t *r 
Mlfe, # ft fc * * * . * IB * 2 1 j (457mg, 0. 9 ^ y ^ /U ) E 
t O A c *g « (4ml) ^ j&H 7L . Bi»«ria^«i^7t6^t', ^?DNa 
HC0 3 ^ffi (10ml) trwa^SSSffLfco TKe^^^U, EtOAc 

ja*Na a so 4 -eR«ifeb. fcg i§ u r , F M (2-r^y^^/u) r ^ >- (2. 

7ml) T^lLfco I CO^^M^ilU /2^Ff B l»L< i#Lfc B ^OEtOA 
cjg£r^?nNaCl|g#? (2x6 0ml) T* gfc # L , & I > T* 1 0 % y >- £g ® « 

(3x1 5mi) ^i^t, - <omm<n p h & m 5 . 5^mmi,tz 0 

[0119] 

I^flft^, ifBOFmo c-Ty r (OBzl) - OAttO/^IS 
W C P i ^) ^ t\ Fmoc-Lys (Cbz) - OSu. Fmoc-D-T 

r p-OSu&U*Fmo c-T r p-OSu^ffiV>Tilg^Cl^i^Lt*iy 

CD^^/U^^^/U^r^D^o EtOAc^^Na 2 S0 4 T*S:^L,^i^LT, 4 
f# a ^ — >- T- * 3R b o £ »f£ ffi £ , ^^-9->--caii£«:«*U, HI # 

<h L T £ $5 (0. 6 7 g , 58%) * tc 0 r ft £ £ ^UMl^f Cfi:ffl L 
oSm^^^h/^:1 289. 6 M H 4- 0 
[0120] 

^ Pal ft: tf> M e O H (5. 0ml) * « 1 . 7M NaOH (1. 7ml) 
-t^ILtxf ;Vx^f/U«:iiLfco 5% HCl£fflU>-CCO*l^&£rp 
h = ft 8 . gi!rM]±TT'^i Lt, : ©sat dmf 

ffi i§ IC «fc ^ N a C 1 £ 5fe L . KDDMF^S^^ kKttK^-ffcfcOlS^fll 

^ to 

[0121] 

«2 10S®^-&^^6 2mgj|f: 0 ik * ? h ;W : 1 1 4 3. 9 M H + „ 
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mmm 2 2 . 

is ? u [Trp-D-Trp-Lys-Tyr (Bzl) - PheV (4 - (3 
- fc Kn^ri/7x^;l/) -f S ^ ^ — /U ) - ( 7 ) Abu] 

31 J&fe #J 2 2 li , WTO^I^tt, H^^^^^WlS^f^^cO^ip^T^^ 

X^j : 2 - (1- (S) -7^ y - 2-7x^;I/Xf ;U) -1- (4 - ( ^ h 
* > ) - 4 - t^r y-^f yu) - 4- ( 4 — t Ko^'>7x=/l/) ~ ^ ^ ^ 7 — 

* HI * 2 2 i (2. 0 g , 4. 68^y^e/U) £: D M F (7. 0ml) \Z /)* 
L , KHC0 3 ( 4 6 8 m g , 4. 6 8 ^ 'J &t54-^D^e-i§^ai^/U 
(6. 70ml, 46. 8 ^ y ^/U) t^lt, ^ 1 0 0 t ^ 3 0 «F i i t 
fc 0 :<Dj|^$^x-f;K^RL, ffiftNaHCC^fKflHl, f& ftl N a C 

»^ftS*-e»«Ufc. LTCH 2 C 1 ,S:ttfflt5^y * V fr<D% 7 J* 

^Dvh^77><-|:J:^^tiLt^^i (2, 5 3 g , 94%) £ » „ 
gi^^^ : 5 4 2. 3 M H + 0 

[0122] 

i©ftr^*/Ht4*» (2. 53g, 4. 6 7; H^) OCH^ lj« 
(50ml) £ , 1M B B r ^ (23. 4ml) / C H 2 C 1 2 (2 

5 0ml) »«^ft-l OlCtftl 5»^ltT lB^olD^fco 

i& £ -c «a % 2 «# m is # u . EtOH (4 0mi) * an *. , r.<ois<&««:»5 
om 1 ^fiffiifco ( 1 0 0 m 1 ) -eftR llt'-i 

IS # L fc o ^(Dm>&mZ&I£mmi,T. EtOAc£&ftNaHC0 3 *Sf£<DfI8 

^3»«E*:»ES-&fc. E tOAcgfcNa,S0 4 -e)t«S*, iH L T , fc£ J£ S 

«LT»ttric»(l. 4 1 g , 7 6%) fc U , rjh,££kK»»^iM;ift<Z>Xg 
t:ffiffllt 0 It^^^ : 3 9 4. 3 M H 4 0 

H P L C H^RB 

^j^^jNo. HPLCV^XA « «r H* IB) ( # ) 

1 A 13.65 
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2 
3 
4 
5 
6 
7 
8 
9 

1 0 
1 1 
1 2 
1 3 
1 4 
1 5 
1 6 
1 7 
1 8 

1 9 

2 0 
2 1 
2 2 

H P L C > 7 =f J* 

mm 

Jl =7 J* 



A 
A 
B 
C 
C 
D 
B 
E 
J 
F 
G 
H 
G 
I 

K 
J 
J 
L 
M 
G 
N 



1 8 

1 6 
6 

2 0 
1 1 

9 

1 1 
7 
6 
4 
4 
5 
6 

1 7 
9 
8 
8 
6 
6 
8 

1 2 



5 0 

0 3 

9 7 

4 1 

7 5 

5 3 
0 2 

6 9 

0 2 

1 8 
1 1 

5 0 
1 6 

0 3 

1 2 
1 1 

8 6 
4 7 

6 5 
1 4 
1 0 



1 % T f a , 2 4 # 



B 



20-80% C H 3 C N / 0 

1 . 0 m 1 / # 

2 5 4 n m 

VYDAC (3£$£fS£I) Protein and Peptid 

e C 1 8 

35 — 50% CH3CN/O. lo/ Q Tfa, 24# 

1 . 0 m 1 / # 
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{ft m : 2 5 4 n m 

^77^:VYDAC Protein and Peptid 

e C 1 8 

C. : 3 2- 64% C H 3 C N / 0 . 1% N H , O A c t 2 4» 
: 1 . 0 m 1 /ft 

& m : 2 5 4 n m 

#7^:VYDAC(^^j§^) Protein and Peptid 
e C 1 8 

D. : 2 0 - 6 0 % C H 3 C N / 0 . 1% Tfa, 2. A ft 
ffi m : 1 . 0 m 1 / ft 

tft ttJ : 2 5 4 n m 

#^A:VYDAC ( 5£ IS ^ ) Protein and Peptid 
e C 1 8 

E . ^JlEi: 55-75 % C H , C N / 0 . 1% Tfa, 2 4 # 
XI: 1. 0 m 1 / ft 
W : 2 2 0 n m 
#7^:Phenomenex LICHROSPHERE 

5 RP18 (Phenomenex, 2320W, 205 th 
St. , Torrance, CA) 
F. : 6 0% C H 3 C N / 0 . 1% Tfa, 7£ B f& 

mm : 1 . 0 m 1 / # 
tft W : 2 5 4 n m 

;*7^-£>:VYDAC ( ^ gj ) Protein and Peptid 
e C 1 8 

G . ^ES : 5 0% C H , C N / 0 . 1 % Tfa, 
gfLig : 1 . 0 m 1 /ft 
ft ttJ : 2 5 4 n m 

#7.A:VYDAC ( 3£ jg ^ ) Protein and Peptid 
e C 1 8 
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H. *J SB #t : 3 8 % C H 3 C N / 0 . 1 % T f a , ^ffl* 

ffi,m : 1 - 0 m 1 /ft 
^ tb : 2 5 4 n m 

#7^:VYDAC ( 3£ ^ i& Protein and Pepcid 

e C 1 8 

I. : 2 0 - 4 0 % C H 3 C N / 0 . 1% Tfa, 2 4» 
SEii : 1 . 0 m 1 /ft 

^ m : 2 5 4 n m 

#7^:VYDAC Prote in and Pept id 

e C 1 8 

J. £j ffi : 5 0 % C H 3 C N / 0 . 1 % Tfa, SlS^ 
tftm : 1 . 0 m 1 / ft 
fit m : 2 5 4 n m 
#^^:NUCLEOSIL TB C18, 5^^o>- (Al 1 tech 
Associates, 2051 Waukegen Rd. , 
Deerfield,>ryy-r) 
K. ^idl : 4 0% C H 3 C N / 0 . 1% Tfa, 7£ U f& 
ffi m : 1 . 0 m I / ft 
& ffi : 2 5 4 n m 
^7^^:NUCLEOSIL IB C18, 5^^n>- 
L. ^lEi : 5 2% CHjCN/0. 1% Tfa, 
St ii : 1 . 0 m 1 / ft 
tkm : 2 5 4 n m 
#7-A:NUCLEOSIL T,, C18, 5^^*^ 
M. £j ffi : 5 0 % C H 3 C N / 0 . 1 % Tfa, Sil^ 
Sti£ : 1 . 0 m 1 
& m : 2 5 4 n m 
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